( ' FAKULTHI NEMOCNICE

OLOMOLIC

Nize uvedeného dne, mésice a roku uzavreli

Fakultni nemocnice Olomouc

statni prispévkova organizace zfizend Ministerstvem zdravotnictvi CR rozhodnutim ministra zdravotnictvi ze
dne 25.11.1990, ¢.j. OP-054-25.11.90

se sidlem: Zdravotnik( 248/7, 779 00 Olomouc

IC: 00098892

DIC: CZ00098892

Zastoupena: prof. MUDr. Romanem Havlikem, Ph.D., feditelem

bankovni spojeni: 36334811/0710

na strané jedné jako ,objednatel”

BioTech a.s.

se sidlem: SluZzeb 3056/4, 108 00 Praha 10

IC: 25664018

DIC: CZ25664018

zastoupena: RNDr. Petrem Kvapilem, ¢lenem spravni rady

zapsand v Obchodnim rejstfiku vedeném Méstskym soudem v Praze, oddil B, vlozka 5335

bankovni spojeni: CSOB a.S., 475013753/0300

na strané druhé jako ,poskytovatel”
(Uvedeni zastupci obou stran prohlasuji, Ze podle stanov nebo jiného obdobného organizac¢niho predpisu jsou
opravnéni tuto Smlouvu podepsat a k platnosti Smlouvy neni tfeba podpisu jiné osoby.)

tuto

SMLOUVU O PROVADENiI KOMPLEXNiCH SERVISNiICH SLUZEB

uzaviena dle § 1746 a nasl. zakona ¢. 89/2012 Sb. ob¢anského zakoniku v platném znéni
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l.
Uvodni ustanoveni

Zucastnéné smluvni strany si navzdjem prohlasuji, Ze jsou oprdvnény tuto smlouvu uzavfit a fadné plnit
zavazky v ni obsazené, a Ze splnuji veskeré podminky a pozadavky stanovené zdkonem a touto smlouvou.
Tato smlouva je uzavirdna na zakladé vysledki otevieného zadavaciho fizeni podle zakona €. 134/2016 Sb., o
zadavani verejnych zakazek v platném znéni zahdjeného objednatelem jako vefejnym zadavatelem s nazvem
»Termocyklér”, interni evidencni ¢islo VZ-2022-001233. Je-li v této smlouvé zminéna zadavaci dokumentace,
ma se na mysli zadavaci dokumentace vztahujici se k uvedené verejné zakazce. Smluvni strany se zavazuji
plnit podminky obsazené v této smlouvé, pficemz za zdvazné se pro obé smluvni strany povaZzuje rovnéz
zadavaci dokumentace a nabidka, kterou proddvajici predloZil do zadavaciho fizeni.

Poskytovatel potvrzuje, Ze jsou mu znamy veskeré technické, kvalitativni a jiné podminky nezbytné
k poskytovani sluzeb dle této smlouvy a Ze disponuje takovymi odbornymi znalostmi, které jsou k poskytovani

sluzeb nezbytné.

Il.

Pfedmét smlouvy
Predmétem smlouvy je zavazek poskytovatele poskytovat udrzbu a servis 2 ks Biometra TAdvanced Twin 48
ve FN Olomouc, realizované/pofizené na zakladé VZ specifikované vyse (dale spole¢né jako ,pfedmét
servisu”) spocivajici v periodickych kontrolach, oSetfovani, sefizovani, opravach a zkouskach provadénych
v souladu s pokyny vyrobce, jak je niZe blize specifikovano. Predmét servisu je vymezen v pfiloze €. 1, ktera je
nedilnou soucasti této smlouvy. Soucasti predmétu plnéni je také zdvazek poskytovatele prevést na
objednatele vlastnické pravo k hmotnym soucastem predmétu plnéni véetné oprdvnéni k nerusenému
uzivani soucasti plnéni predstavujici nehmotné soucasti predmétu plnéni a zdvazek objednatele zaplatit
poskytovateli dohodnutou cenu.
Poskytovatel je povinen vykonavat servisni ¢innost na podkladé této smlouvy s odbornou péci a v souladu se
zajmy objednatele. Poskytovatel odpovidd za vykon servisni Cinnosti ve sjednanych terminech a v fadné
kvalité.
Objednatel se zavazuje zplsobem dohodnutym v této smlouvé spoluptsobit pfi provadéni ¢innosti dle této
smlouvy a zaplatit poskytovateli v této smlouvé dohodnutou Uplatu.

Mistem plInéni je: Hemato-onkologicka klinika, Fakultni nemocnice Olomouc.

Il.
Rozsah a terminy provadéni tudrzby a servisu a oprav
Cinnost dle této smlouvy se vztahuje na predmét servisu, jak je specifikovan v pfiloze &. 1 této smlouvy, jako?
i na vSechny jeho soucasti a prislusenstvi.

Cinnost dle této smlouvy zahrnuje:
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Preventivni kontroly pfedmétu servisu vc. pristrojového vybaveni, jeho soucasti a pFislusenstvi, dle pokyn
vyrobce a v souladu se vSemi pfislusnymi pravnimi predpisy.

Pravidelné kalibrace a nastaveni dle pokyn( vyrobce a v souladu se vSemi pfisluSnymi pravnimi predpisy.
Provadeéni pravidelnych servisnich zasahl vyZzadovanych vyrobcem nebo platnou legislativou. Servisni zasah
je poskytovatel povinen provést v periodé 0 za rok, vidy nejpozdéji do 5 dnl pfed uplynutim platnosti
predchozi kontroly.

Opravy poruch a zdvad predmétu servisu vc. pfistrojového vybaveni, jeho soucasti a prislusenstvi, tj. uvedeni
vadného ¢i poruseného do stavu plné funkénosti, tj. plné vyuZitelnosti jeho technickych parametrd.
Provadéni standardniho upgrade predmétu servisu v¢. pristrojového vybaveni, jeho soucasti a prislusenstvi,
a to vcetné upgrade softwaru, to vSe v rozsahu dle aktualniho stavu rozvoje technologii.

Provadéni pravidelnych predepsanych periodickych bezpecnostné-technickych kontrol, véetné elektrické
kontroly, pfedmétu servisu v¢. pfistrojového vybaveni, jeho soucasti a pfislusenstvi v souladu s platnou
legislativou. Prohlidku je poskytovatel povinen provést v periodé 0 za rok , vidy nejpozdéji do 5 dnti pFed
uplynutim platnosti predchozi kontroly.

Provadéni periodickych prohlidek — pokud jsou vyZzadovany vyrobcem ¢i platnou legislativou. Prohlidku je
poskytovatel povinen provést v periodé 0 za rok, vZdy nejpozdéji do 5 dnii pred uplynutim platnosti predchozi
prohlidky.

Provadéni elektrické revize, je-li vyzadovana platnou legislativou. Objednatel si vyhrazuje pravo nevyuzit
této sluzby u poskytovatele.

V pripadé jakéhokoli zasahu do elektrického zafizeni vétSiho rozsahu, pripadné poruchy provést na vyzadani
objednatele novou revizi / kontrolu.

Instruktaz persondlu dle zakona o zdravotnickych prostiedcich.

V ptipadé potreby dodani a instalaci nahradnich dild, jejichZ pouZiti je potfebné k zjisténi uvedeni predmétu
servisu v¢. pristrojového vybaveni, jeho soucasti a prislusenstvi, do stavu plné funkcnosti, tj. pIné vyuZzitelnosti
jeho technickych parametr(l. V této souvislosti se poskytovatel zavazuje, Ze zajisti, Ze po celou dobu trvani
této smlouvy bude disponovat dostatecnym poctem nahradnich dild, servisnich technikl a technickych
pomucek nezbytnych k provadéni ¢innosti dle této smlouvy.

. Pro vylouceni vSech pochybnosti se uvadi, Ze soucasti rozsahu této smlouvy je veskery spotiebni material
potiebny k provedeni servisu v rdmci pravidelnych preventivnich prohlidek stanovenych vyrobcem zafizeni
nebo pfislusnymi pravnimi predpisy. Jedna se predevsim, nikoli vSak pouze, o spotfebni material definovany
v pfiloze €. 2 této smlouvy.

. Poskytovatel je povinen sledovat |hlity stanovené vyrobcem predmétu servisu, jakoz i zakonné lhity pro
provadéni servisu a udrzby predmétu servisu v€. pristrojového vybaveni, jeho soucasti a pfislusenstvi a
pldnovany servis a udrzbu provaddét i bez pisemné vyzvy objednatele, avsak v souladu s provoznimi
moznostmi objednatele.

. Poskytovatel je povinen pfed zahdjenim kazdé z ¢innosti uvedenych vySe v tomto ¢lanku pisemné predem

informovat objednatele o nastupu k provedeni ¢innosti, a to nejméné 5 kalendarnich dna pfedem. Podanim
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informace se rozumi den jejiho doruceni objednateli. Pisemné vyrozuméni bude zasilano na adresu sidla
objednatele, pfipadné na emailovou adresu servis@fnol.cz. V pfipadé, Ze ve stanoveném terminu nemuze
objednavatel umoznit provedeni ¢innosti, vyrozumi o tom obratem poskytovatele a ten v takovém pfipadé
provede cinnost v nejblizSim mozném terminu, na kterém se smluvni strany prokazatelné dohodnou,
nejpozdéji vsak do 5 dnti ode dne odpadnuti pfekazky na strané objednatele. Po tuto dobu neni poskytovatel
v prodleni s pInénim povinnosti, jejiz splnéni bylo odloZeno z dlivodu na strané objednatele.

6. Objednatel je povinen nahlasit potfebu provedeni oprav a zavad u poskytovatele bez zbyteéného odkladu, a
to pisemné na adresu sidla poskytovatele a nasledné telefonicky na + 420 272 701 739, ¢i formou emailové
zpravy na servis@ibiotech.cz Dnem doruceni se v pochybnostech rozumi tfeti den od prokazatelného
odeslani zpravy poskytovateli.

7. Objednatel se zavazuje poskytnout poskytovateli veskerou potfebnou soucinnost pfi plnéni ¢innosti dle této
smlouvy, zejména je povinen zptistupnit poskytovateli misto a predmét vyzadujici servisni ¢i jiny zdsah dle
této smlouvy, a to za podminky predchoziho ozndmeni dle odst. 5. tohoto ¢lanku.

8. Poskytovatel je povinen odstranit poruchy a zavady nahlasené objednatelem zplsobem dle odst. 6. tohoto
¢lanku v nasledujicich terminech:

o neni-li dale stanoveno jinak je poskytovatel povinen nastoupit k odstranéni nahlasené zavady/poruchy bez
zbyteéného odkladu, nejpozdéji vsak do 2 dnti od okamziku jejiho nahlaseni, nedohodnou-li se smluvni strany
pisemné jinak. Tato dohoda mdzZe byt provedena formou pisemného zapisu ¢i formou emailového potvrzeni
odpovédnymi zaméstnanci obou smluvnich stran,

o neni-li dale stanoveno jinak je poskytovatel povinen odstranit nahlasené vady bez zbyte¢ného odkladu,
nejpozdéji vsak do 5 dnli od okamZziku jejiho nahldseni, nedohodnou-li se smluvni strany pisemné jinak. Tato
dohoda muZe byt provedena formou pisemného zapisu ¢i formou emailového potvrzeni odpovédnymi
zaméstnanci obou smluvnich stran,

o neni-li dale stanoveno jinak je poskytovatel povinen v ptipadé opravy trvajici déle nez 5 dnti po dobu opravy
bezplatné zapUjCit nahradni zafizeni s odpovidajicimi technickymi parametry jako vadné zafizeni,
nedohodnou-li se smluvni strany na jiném reseni.

9. Neodstrani-li poskytovatel vady a poruchy pfedmétu servisu vé. pfistrojového vybaveni, jeho soudasti a
pfislusenstvi v souladu s touto smlouvou fadné, s odbornou péci a vcas, je objednatel opravnén nechat
odstranit zavady a poruchy treti osobou, ¢i je odstranit sam zplsobem dle vlastniho uvaZeni na naklad
poskytovatele. Poskytovatel se pak zavazuje nahradit objednateli veskeré ucelné vynaloZené a prokazané
naklady na odstranéni zavad a poruch. Timto neni dotéen narok objednatele na nahradu Skody, jakoZ ani
narok na zaplaceni smluvni pokuty sjednané dale.

10.Cinnosti dle této smlouvy budou poskytovatelem provadény na adrese sidla objednatele a neni-li to
z technickych divodu ¢i provoznich divodi na strané objednatele mozné, budou provadény v jiném pisemné
dohodnutém misté. Spociva-li divod v technickych podminkéch, naklady na pfepravu z a do mista jejich

umisténi nese poskytovatel a jsou zahrnuty v Uplaté dohodnuté dale.
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11.0bjednatel je povinen Ffadné poskytnuté sluzby fyzicky, kvantitativné a kvalitativné prevzit od poskytovatele
a toto potvrdit podpisem povérené osoby v zaznamu vyhotoveném poskytovatelem, kdy jedno vyhotoveni
preda objednateli. V pripadé periodické kontroly spojené s méfenim, vypracuje poskytovatel protokol o
kontrole, ve kterém uvede namérené hodnoty, pouzitda métidla a celkovy vysledek s rozhodnutim o dalsim
bezpecném provozovani predmétu servisu. Tento protokol bude v kopii predan objednateli spolu s fakturou.
V pripadé instruktaze vyhotovi poskytovatel zaznam o provedené instruktazi a jeho kopii pfeda povérenému
zaméstnanci objednatele.

12.Poskytovatel se zavazuje sluzby a ¢innosti dle této smlouvy zajistovat prostrednictvim technikl disponujicich
zkuSenostmi se servisem predmétu servisu a proskolenych u vyrobce systému, z nichZ sestavd predmét
servisu. K pozadavku objednatele je poskytovatel povinen tyto skutecnosti objednateli pisemné dolozit a

nevyhovéni tomuto poZzadavku se povaZuje za podstatné poruseni této smlouvy.

V.
Sankce a odpovédnost za Skodu

1. Poskytovatel se touto smlouvou zavazuje provadét ¢innosti v této smlouvé uvedené s odbornou péci, radné
a v terminech v této smlouvé vymezenych.

2. Pro pfipad, Ze poskytovatel nedodrzi terminy dohodnuté v této smlouvé, ¢i pisemné sjednané na zakladé této
smlouvy, zavazuje se uhradit objednateli smluvni pokutu, ktera €ini 500,- K¢, za kazdy den prodleni a kazdé
jednotlivé poruseni. V pfipadé prodleni s plnénim povinnosti z této smlouvy vyplyvajicich delSim nez 10 dnd,
je poskytovatel povinen uhradit za kazdy dalsi zapocaty den 1 000,- KE. Prodleni delsSi nez 10 dn( je zaroven
povaZovano za podstatné poruseni této smlouvy ze strany poskytovatele.

3. Poskytovatel nese odpovédnost za Skody/djmy/usly zisk, které vzniknou objednateli ¢i tfetim osobam
v disledku poruseni povinnosti poskytovatele vyplyvajicich z této smlouvy, stejné jako za Skody/ujmy/usly
zisk, které vzniknou objednateli ¢i tietim osobam v dlsledku ¢innosti provadénych poskytovatelem.

4. Smluvni strany berou na védomi, Ze narok na zaplaceni smluvnich pokut dle tohoto ¢lanku se nedotyka

pfipadnych narokl na nahradu skody.

V.
Trvani smlouvy

1. Tato smlouva se stava platnou jejim podpisem obéma smluvnimi stranami a uzavira se na dobu urcitou
v trvani 8 let, kdy s uc¢innosti do ukonceni zaruky vztahujici se k predmétu servisu budou veskeré cCinnosti
vymezené touto smlouvou v souladu svlli smluvnich stran poskytovatelem provadény bez naroku na
zaplaceni jejich ceny, protoZe ta je jiz zahrnuta v cené pofrizovaci. Povinnosti z této smlouvy vyplyvajici se tedy
poskytovatel zavazuje plnit od okamziku jejiho podpisu v dobé zaruky bezuplatné a s narokem na odménu
sjednanou nize po uplynuti zaru¢ni doby. Stanovi-li kupni smlouva o poskytovani plnéni, které je upraveno
taktéz v této smlouvé jinak, pouZiji se v zarucni dobé ustanoveni smlouvy kupni.

2. Tato smlouva muze byt ukoncena nasledujicimi zplsoby:

o pisemnou dohodou smluvnich stran;
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o pisemnou vypovédi objednatele s vypovédni dobou v délce 3 mésicd, pricemz tato pocne bézet prvnim dnem
mésice ndsledujiciho po mésici, v némz byla vypovéd dorucena poskytovateli;

o pisemnym odstoupenim, v pfipadech stanovenych zdkonem ¢i touto smlouvou. Ozndmeni o odstoupeni musi
obsahovat d(ivod odstoupeni a musi byt doruc¢eno druhé smluvni strané. Ucinky odstoupeni nastanou
okamzikem doruceni pisemného vyhotoveni odstoupeni druhé smluvni strané. Odstoupeni od smlouvy nema
vliv na povinnost poskytovatele zaplatit objednateli smluvni pokuty ¢i povinnosti zaplatit finanéni ¢astky
z jiného titulu, na jejichZ zaplaceni vznikl narok pred ucinénim odstoupeni od smlouvy, event. na jejichz

zaplaceni vznikl ndrok v souvislosti s jednanim ¢i opomenutim poskytovatele pfed odstoupenim od smlouvy.

VL.
Cena a platebni podminky

1.Smluvni strany se dohodly, Ze cena na zakladé tohoto ustanoveni bude objednatelem poskytovateli hrazena za

¢innosti dle této smlouvy ode dne uplynuti zarucni doby, jez je poskytnuta na predmeét servisu specifikovany
v priloze €. 1 k této smlouvé. Do jejiho uplynuti se poskytovatel zavazuje tyto ¢innosti provadét bezplatné, a to
s ohledem na skutecnost, Ze je ve vztahu k objednateli soucasné prodavajicim pfedmétu servisu, jehoz se tyka
servis a Udrzba, jak jsou shora vymezeny. Stanovi-li o sankcich za nesplnéni povinnosti spocivajicich v prodleni
s odstranénim zdvad a poruch néco jiného kupni smlouva, na zakladé, které objednatel pfedmét servisu
specifikovany v pfiloze ¢. 1 k této smlouvé pofridil, maji po dobu trvani zaruéni doby pfednost ustanoveni kupni
smlouvy.

2.Smluvni strany se dohodly na nize uvedenych cenovych ujednanich:

a) Hodinova sazba servisniho technika ¢ini 1 000 K¢ bez DPH,

b) Cestovni naklady - pausalni sazba zahrnujici kilometrovné, servisni vzdalenost a cenu servisniho technika za
Cas straveny na cesté - 2 000 K¢ bez DPH. Cestovni naklady je poskytovatel opravnén uctovat jen pfi fadném
provedeni sluzby, kdy tuto neni poskytovatel opravnén nedlivodné prodluZovat, tj. jednotliva oprava/servis
musi byt provedena v jediny den, provede-li v tentyZ den vice zdsahl, mlze tuto polozku Uctovat pouze
jednou, totéz plati pro promeskany cas a servisni vzdalenost,

c) celkovy naklad za jednotlivy pravidelny servisni zasah dle ¢lanku Ill. této smlouvy 0 K¢ bez DPH,

d) celkovy naklad za jednotlivou periodickou BTK (véetné elektrické kontroly) dle ¢lanku Ill. této smlouvy 0 K¢ bez
DPH,

e) celkovy naklad za jednotlivou periodickou prohlidku dle ¢l. lll. této smlouvy 0 K¢ bez DPH,

f) celkovy naklad za jednotlivou periodickou elektrickou revizi dle ¢lanku Ill. této smlouvy 1 300K¢ bez DPH,

g) celkovy ndklad za jednotlivou instruktaz personalu dle zakona o zdravotnickych prostfedcich dle ¢lanku Ill.
této smlouvy 0 K¢ bez DPH.

3. Poskytovatel bere na védomi, Ze vsouladu sinternimi predpisy objednatele nese naklady souvisejici
s vjezdem motorovych vozidel do mista plnéni.

4. Cena bude objednatelem uhrazena na zakladé faktur vystavenych poskytovatelem a dorucenych objednateli

neprodlené po servisnim zasahu, nejpozdéji vsak do 15 dn(i od provedeného zdsahu. Kazda jednotliva faktura
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vystavend v ramci smluvniho vztahu zaloZeného touto smlouvou musi obsahovat identifikator verejné
zakdzky VZ-2022-001233.

Poskytovatel je povinen vystavit fakturu s nalezitostmi dariového dokladu podle zdkona ¢. 235/2004 Sb., o
dani z ptidané hodnoty, v platném znéni a splatnosti 60 kalendafnich dnl ode dne doruceni faktury
objednateli prostfednictvim elektronické posty na adresu fin@fnol.cz, a to kazdou fakturu samostatnym
emailem ve formatu PDF vcéetné standardu ISDOC (Information System Document - standard pro
elektronickou fakturaci v Ceské republice), nedohodnou-li se smluvni strany jinak. Faktura ve standardu
ISDOC muZe byt pfiloZzena i samostatné mimo PDF. PouZitd verze ISDOC musi byt ve verzi 6.0.1. a vys3si.
Nezbytnou prilohou faktury bude kopie zaznamu o provedeni ¢innosti véetné jeji specifikace.

V pripadé, ze faktura nebude splfiovat veskeré nalezitosti, je objednatel opravnén fakturu poskytovateli ve
IhGté splatnosti vratit, pficemz |hita splatnosti zac¢ina béZet znovu ode dne dorudeni fadné vystavené faktury
objednateli.

Cena bude objednatelem hrazena poskytovateli prevodem na Gcet uvedeny v zahlavi této smlouvy. Za den
Uhrady se rozumi den odeslani celé fakturované ¢astky z Uctu objednatele na ucet poskytovatele.
Poskytovatel se zavazuje plnit veskeré své financni zavazky vici poddodavatellim, s kterymi spolupracuje v
ramci plnéni predmétu smlouvy, bez prodleni. Objednatel si vyhrazuje pravo poZadovat po poskytovateli
prokazani splnéni této jeho povinnosti. Porusi-li poskytovatel svij zavazek dle prvni véty tohoto odstavce,
tzn. dostane-li se poskytovatel do prodleni se spInénim nékterého svého finan¢niho zavazku vici nékterému
ze svych poddodavatell, vznikne objednateli pravo uspokojit pohledavku konkrétniho poddodavatele
poskytovatele pfimo, pficemz o takto uhrazenou c¢astku bude ponizena cena dle této smlouvy.

Cena bez DPH je maximalni, kdy k této cené bude pripocteno DPH dle platné a Gcinné legislativy k okamziku
uskutecnéni zdanitelného plnéni.

Po uplynuti 3 let platnosti této smlouvy a nasledné kazdy rok vidy k 1.1., mlZe byt provedena revize smluvnich

cen, a to za téchto smluvnich podminek.

10.1. Zmény sjednanych cen v disledku zmény inflace:

a)

b)
c)
d)

Jednotkové ceny Ize zménit v diisledku zmény miry inflace zji§téné podle oficidlnich udaja €SU za uplynuly
kalendafni rok za téchto podminek:

PFi zméné miry inflace o vice jak 2,5 % oproti mife inflace v pfedchozim kalendarnim roce, mohou byt Upravy
jednotkovych cen provedeny tak, Ze se ceny zvysi maximalné o stejné %, které odpovida zméné miry inflace
oproti pfedchozimu kalendarnimu roku.

Jednotkové ceny dle této smlouvy a pfiloh nebudou ménény po dobu prvnich 3 let trvani této smlouvy.
Upravy jednotkovych cen mohou byt provedeny aZ v okamziku, kdy budou vydany oficialni tdaje CSU.

O Upravu ceny v ramci revize musi smluvni strana pisemné pozadat druhou smluvni stranu.

10.2. Zmény sjednanych cen v dlsledku zmény minimaini mzdy:

a)

Jednotkové ceny Ize zménit v disledku zmény vyse minimaini mzdy na zakladé zmény pravni Upravy o vysi
minimalni mzdy v uplynulém kalendarnim roce za téchto podminek:

Jednotkové ceny dle této smlouvy a pfiloh nebudou ménény po dobu prvnich 3 let trvani této smlouvy.
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b)

c)
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Upravy jednotkovych cen mohou byt provedeny tak, Ze se ceny zvy$i maximalné o stejné %, o které se zméni
minimalni mzda oproti minimdlni mzdé predchoziho roku.

O Upravu ceny v ramci revize musi smluvni strana pisemné pozddat druhou smluvni stranu.

Nastane-li néktera z podminek pro zménu sjednané ceny, je poskytovatel opravnén provést vypocet zmény
ceny a predloZit jej objednateli k pfipadnému odsouhlaseni. Smluvni strany v pripadé oboustranného

souhlasu nasledné zménu sjednané ceny pisemné dohodnou formou dodatku k této smlouvé.

Vil.

Micenlivost
Dostane-li se Poskytovatel pti poskytovani plnéni dle této smlouvy do kontaktu s jakymikoliv osobnimi udaji
¢i informacemi, skute¢nostmi ¢i jinymi hodnotami (dale spolecné jen jako ,chranéné udaje”), na které se
vztahuje povinnost mlicenlivosti dle platnych prdvnich predpis, nebo budou-li mu tyto pfi plnéni jeho
povinnosti dle této smlouvy zpfistupnény, je povinen o téchto zachovavat micenlivost, nezpfistupnit tyto
Zadné osobé, pokud neobdrZi pfedchozi pisemny souhlas od subjektu chranénych udajd. Kromé toho je
poskytovatel po uplynuti platnosti této smlouvy, nebo na Zadost objednatele povinen vratit ¢i vydat
neprodlené objednateli veskeré dokumenty nebo jiné material, které tvofi nebo které obsahuji chranéné
udaje, disponuje-li jimi.
Chranéné udaje je poskytovatel povinen udrZovat v pfisné tajnosti a nebude je predavat, zpfistupfiovat nebo
rozsirovat tretim stranam ani jakékoliv osobé neopravnéné podle této smlouvy; nebude je vyuZzivat k jinym
neZ touto smlouvou danym uGcéellm; nebude je vyuZivat pro svij vlastni prospéch bez predchoziho
pisemného souhlasu subjektu Udajd a objednatel.
Poskytovatel se zavazuje vynalozit maximalni Gsili, aby zajistil, Ze Zadny z jeho zaméstnanci, kterému byly
zpfistupnény chranéné udaje, nebude tyto sdélovat béhem svého zaméstnaneckého poméru u
poskytovatele, ani nasledné po ukonceni takového pracovniho poméru jakékoliv osobé, ktera neni

opravnéna mit k takovym informacim pfistup.

4. Povinnost mléenlivosti poskytovatele v plném rozsahu tohoto ¢lanku plati po celou dobu platnosti této

smlouvy a také po jejim ukonéeni bez ¢asového omezeni (s vyjimkou pfipadd, kdy subjekt udaji a objednatel
zprosti pisemné poskytovatele povinnosti mlcenlivosti).

Zavazek mlcenlivosti dle tohoto ¢lanku se nevztahuje na informace, u nichZ poskytovatel prokaze, Ze mu

byly zndmy pred jejich obdrZenim v souvislosti s plnénim této smlouvy u objednatele; nebo byly znamy

Siroké verejnosti pred jejich ziskdnim v souvislosti s pInénim této smlouvy u objednatele nebo se nasledné

staly znamé Siroké verejnosti, aniz by poskytovatel jakkoliv porusil povinnost mlicenlivosti; nebo mu

chranéné udaje zpfistupnily treti strany, na néz se nevztahuje zavazek mléenlivosti a které maji zdkonné

pravo informace takto predavat. Veskeré skutecnosti dle tohoto odstavce je poskytovatel povinen

prokazovat relevantnimi pisemnymi zaznamy.

Poruseni zdvazkl poskytovatele dle tohoto smluvniho ¢lanku je podstatnym porusenim této smlouvy a

zaklada opravnéni objednatele od této smlouvy odstoupit.
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Zavérecna ustanoveni
Neni-li vtéto smlouvé stanoveno jinak, fidi se prava a povinnosti obou smluvnich stran pfislusnymi
ustanovenimi zak. ¢. 89/2012 Sb., obdanského zakoniku v platném znéni, zvlastnich pravnich predpisd,
kterymi se provadi obcansky zakonik a zvlastnich pravnich predpisl souvisejicich. Smluvni strany berou na
védomi a zaroven souhlasi, Ze k projednani a rozhodovani pfipadnych spord, které nebudou vyreseny smirem,
budou pfislusné soudy Ceské republiky.
Neni-li vtéto smlouvé stanoveno jinak, jsou smluvni strany povinny vzajemné komunikovat pisemné
prostfednictvim provozovatele postovnich sluzeb a veskerou komunikaci smérovat k rukdam statutarnich
zastupcU na adresu sidel uvedenych v zahlavi smlouvy. V pfipadé pochybnosti se mé za to, Ze pisemnost
zaslana doporucenou postovni prepravou byla dorucena treti den po dni odeslani pisemnosti. Bude-li
komunikace ¢inéna jinou osobou neZ statutarnim zastupcem, je tato osoba povinna pfiloZit k pisemné
komunikaci zplnomocnéni statutarniho zastupce, jinak k ni nebude pfihlizeno a nebude mit Zadné pravni
disledky. Strany jsou povinny neprodlené si sdélovat zménu adres sidel pro Géely komunikace. Neucini-li tak,
nesou dlsledky ztoho vzniklé (pf. marné uplynuti Ih(t, nemoZnost dovolat se neucinnosti doruceni
pisemnosti apod.).
. Veskeré dohody, ucinéné pred podpisem smlouvy a v jejim obsahu nezahrnuté, pozbyvaji dnem podpisu
smlouvy platnosti, a to bez ohledu na funkéni postaveni osob, které predsmluvni dojednani ucinily. Tato
smlouva tak predstavuje celkovou dohodu smluvnich stran na jejim pfedmétu a nahrazuje vSechna predchozi
ujednani a dohody dosazené ohledné jejiho pfedmétu.
Pokud jakékoliv ustanoveni této smlouvy nebo zavazek vyplyvajici z této smlouvy je nebo se kdykoliv stane
zcela Ci Castecné neplatnym nebo nevymahatelnym, takova neplatnost nebo nevymahatelnost nebude mit
zadny vliv na platnost a vymahatelnost jakychkoliv ostatnich ustanoveni ¢i zavazk( ztéto smlouvy
vyplyvajicich a smluvni strany se zavazuji nahradit toto neplatné nebo nevymahatelné ustanoveni ¢i zavazek
takovym novym platnym a vymahatelnym ustanovenim ¢i zadvazkem, jehoz pfedmét bude v nejvyssi mozné
mite odpovidat pfedmétu plvodniho ustanoveni ¢i zavazku.
. Tuto smlouvu nelze déle postupovat, jakoZ ani pohledavky z ni vyplyvajici. Kvitance za ¢aste¢né plnéni a
vraceni dluznich Upist s ucinky kvitance se vylucuji. Pouziti § 577 zak. ¢. 89/2012 Sh., obc¢ansky zakonik se
vyluéuje. Uréeni mnozstevniho, ¢asového, Uzemniho nebo jiného rozsahu ve smlouvé je pevné urceno
autonomni dohodou smluvnich stran a soud neni opravnén do smlouvy jakkoli zasahovat. PouZiti ustanoveni
§557,§1726,§1728,§1729,§1740,§1744,§ 1757 odst. 2, 3, § 1770, §1950, zék. ¢. 89/2012 Sb., ob¢anského
zakoniku, se vyluéuje. Dle § 1765 zak. ¢. 89/2012 Sb., obéanského zdkoniku, na sebe poskytovatel prevzal
nebezpeci zmény okolnosti. Pfed uzavienim smlouvy strany zvazily plné hospodarskou, ekonomickou i
faktickou situaci a jsou si plné védomy okolnosti smlouvy, jakoZ i okolnosti, které mohou po uzavreni této
smlouvy nastat.
Smluvni strany prohlasuji, Ze tato smlouva byla sepsana na zakladé pravdivych 0dajl a jejich svobodné, pravé
a vazné vile a tuto Ize ménit pouze dohodou obou smluvnich stran obsaZenou v pisemném, chronologicky

ocislovaném dodatku k této smlouvé, podepsaném statutarnimi zastupci obou smluvnich stran. Zména musi
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byt vyslovné oznacena jako “Dodatek ke Smlouvé”. Jiné zapisy, protokoly apod. se za zménu této smlouvy
nepovazuji.

7. Smluvni strany poté, co si smlouvu precetly v jejim doslovném znéni, prohlasuji, Ze s jejim obsahem souhlasi
a Ze jejimu obsahu zcela porozumeély, pricemz tuto skutecnost stvrzuji svymi podpisy.

8. Tato smlouva nabyva platnosti dnem jejiho podpisu obéma smluvnimi stranami a ucinnosti dle § 6 odst. 3
zakona €. 340/2015 o registru smluv.

9. Seznam ptiloh, které jsou k této smlouvé pripojeny ke dni jejiho podpisu a tvofi jeji nedilnou soucast:

Priloha ¢. 1 — Specifikace pfedmétu servisu

Ptiloha ¢. 2 — Seznam spotiebniho materidlu

V Olomouci dne V Praze dne.......cceuee.
Digitalné podepsal I
pr0f. MUDr. orof. MUDr. Roman RN Dr Petr Digitalné podepsal
. . RNDr. Petr Kvapil
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Basic information

1 Basic information

1.1 User manual notes

Conventions

Symbols and signal words

The Biometra TAdvanced is intended for operation by qualified specialist personnel ob-
serving this operating manual.

For the Biometra TAdvanced, there are 12 different models available. In the text below
these devices are collectively called Biometra TAdvanced. Differences are explained in
the corresponding sections.

The operating manual contains information about the design and operation of the Bi-
ometra TAdvanced and provides personnel familiar with PCR technology with the neces-
sary know-how for the safe handling of the equipment and its components. The operat-
ing manual further includes notes on the maintenance and service of the device and po-
tential causes and remedies of any faults.

These operating instructions apply to all Biometra TAdvanced as of software version ME
1.70 - VRE 1.46 (see "Cycler Information" p.115)

Furthermore, sometimes the terms protocol and program are used synonymously, these
are one or more programmed temperature steps with different or the same holding
times and cycles.

Instructions for actions which occur in chronological order are numbered and combined
in action units.

Safety instructions are indicated by pictographs and signal words. The type and source
of the danger are stated together with notes on preventing the danger.

The elements of the control and analysis program are indicated as bolt.

The operating manual uses the following symbols and signal words to indicate hazards
or instructions. The safety instructions are always placed before an action.

WARNING

Indicates a potentially hazardous situation which might cause fatal or very serious inju-
ries (deformities).

CAUTION

Indicates a potentially hazardous situation which might cause light or minor injuries.

NOTICE

Provides indications of potential material and environmental damage.
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1.2 Intended use

The Biometra TAdvanced is an end-point thermal cycler. It is designed to amplify nucleic
acids by repeated cycles of heating and cooling using DNA polymerases in a PCR reac-
tion.

The thermal cycler is developed as product for general laboratory use.

The Biometra TAdvanced combines modern design with user-friendly software. The user
interface consists of a touchscreen with a graphical or spreadsheet display that shows
the time, the status and the temperature program for each run. Using the touchscreen
keyboard, information and program parameters can be entered directly on the screen.
Due to the high ramp rates, the Biometra TAdvanced thermal cycler is suitable for fast
PCR applications, thereby helping to shorten program run times.

10
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2  Safety instructions

2.1 General notes

For your own safety and to ensure error-free and safe operation of the Biometra TAd-
vanced, please read this section carefully before commissioning.

Besides the safety instructions in this user manual and the local safety regulations that
apply to the operation of the device, the general applicable regulations regarding acci-
dent prevention, occupational health and safety and environmental protection have to
be observed and complied with.

References to potential dangers do not replace the work protection regulations which
must be observed.

2.2  Safety markings on the Biometra TAdvanced

Warning and instruction signs are attached to the device, the meaning of which must be
observed.

Damaged or missing warning and instruction signs can lead to incorrect actions with
personal injury and material damage. The signs must not be removed. Damaged warn-
ing and instruction signs must be replaced immediately!

The following warning and instruction signs are attached to the device:

Warning signs Meaning Notice

Warning of danger place  Proceed with due care when handling sam-
ples and working with the Biometra TAd-

vanced.
Warning against hot There is a risk of burning at the heated lid,
surface the thermal block, the samples, and the rear

P>B>

of the device.

Instruction signs ~ Meaning Notice
Disposal marking accord- Do not dispose of the device in household
ing to WEEE directive waste.
CE marking

Only for People's Republic The device contains regulated substances.
2 of China Biometra guarantees that the substances
will not leak out during the next 25 years if
used as intended.

@ b=

11
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= Keep ventilation slits clear ~ Keep the ventilation slits on the underside
and at the rear of the device clear. Make
— sure that there are no objects underneath

the device (e.g., paper) that may be sucked
against the ventilation slot and thus inter-
fere with ventilation.

2.3 Technical condition

The Biometra TAdvanced has been built and certified according to safety standard
EN 61010-1. Do not modify the device in any way. Any modification of the device will
lead to a loss of warranty and the EN 61010-1 certificate and poses a potential risk.

The following has to be observed:

®  The operator must only operate the device in a sound and operationally safe condi-
tion. The technical condition must always comply with the legal requirements and
regulations.

®  Prior to every use the device must be checked for damage and sound condition.

®  Any changes in the device affecting its safety must be reported by the operating per-
sonnel to the operator without delay.

2.4  Requirements for the operating personnel

The Biometra TAdvanced must only be operated by qualified specialist personnel in-
structed in the use of the device. The instructions also include imparting the contents of
this manual.

In addition to the safety at work instructions in this operating manual the generally ap-
plicable safety and accident prevention regulations of the respective country of opera-
tion must be observed and adhered to. The operator must ascertain the latest version of
these regulations.

The operating manual must be accessible to the operating and service personnel at all
times.

2.5 Safety instructions: transport and installation
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The following has to be observed:

= Drain the sample block before transporting the Biometra TAdvanced. Make sure
there are no sample tubes in the block.

= Only ship the Biometra TAdvanced in its original packaging with the transport lock
installed.

®  Please verify that the delivery is complete on receipt of the Biometra TAdvanced and
check for possible transport damage. In case of claims please contact Biometra
GmbH.
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2.6

2.6.1

Safety instructions

Safety instructions — operation

General

The operator of the Biometra TAdvanced must make sure before each commissioning
that the condition of the device including the safety equipment is sound.

The following has to be observed:

Free access to the power switch on the back of the enclosure has to be ensured dur-
ing operation.

The ventilation fittings at the rear of the device must be unobstructed and opera-
tional. Covered ventilation grilles or slits etc. may cause the device to break down or
may cause damage to it.

The use of oil between the samples and the sample block is not necessary to achieve
an improved heat exchange. However, if you still want to use oil, you should use
mineral oil. Do not use silicone oil.

Be careful to avoid crushing or pinching injuries when closing the device.

The Biometra TAdvanced may cause burns. The following has to be observed:

The thermal block, the samples and the heated lid reach high temperatures. There is
a risk of burns during contact.

Ensure that the lid is securely closed before starting the program! Do not touch the
heated lid!

The rapid heating of the thermal block can cause liquids to boil explosively. Always
wear safety goggles during operation!

Do not touch hot sample tubes or plates and do not open them or boiling liquid may
escape!

Only use plates and tubes that are suitable for high temperatures (up to 100°C), fit
well into the thermal block (no shaking) and whose lids seal tightly!

2.6.2 Safety instructions: protection against explosion and fire

The Biometra TAdvanced must not be operated in an explosive environment.

The Biometra TAdvanced must not be operated with flammable, explosive or volatile
substances.

2.6.3 Safety instructions: electrical equipment

Work on the electrical components of the Biometra TAdvanced may only be performed
by a qualified electrical technician in accordance with the applicable electrical engineer-
ing rules. Life-threatening electrical voltages may occur in the interior of the Biometra
TAdvanced!

The following has to be observed:

Any work on the interior of the device may only be carried out by the customer ser-
vice of Biometra GmbH and specially authorized technicians.

13
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®  The electrical components must be checked regularly by a qualified electrician. Any
defects, such as loose connections, faulty or damaged cables, must be repaired with-
out delay.

= Before opening the device it must be switched off at the power switch and the mains
plug must be disconnected from the mains outlet!

®  The Biometra TAdvanced must be switched off immediately using the power switch
(on the equipment back plate) and the mains plug disconnected from the power sup-
ply if any faults occur in the electric components.

= Do not operate the device near sources of strong electromagnetic radiation (for ex-
ample, an unshielded, deliberately operated high frequency source), as these may af-
fect proper operation of the device.

2.6.4 Handling of samples, auxiliary and operating materials

The operator is responsible for the selection of substances used in the process as well as
for their safe handling. This is particularly important for radioactive, pathogenic, infec-
tious, poisonous, corrosive or otherwise dangerous substances. For details contact the
safety officer responsible for your location. When handling dangerous substances local
safety codes and guidelines must be observed. The following general notes do not re-
place the specific local regulations or the regulations in the EC safety data sheets of the
manufacturers for the auxiliary and operating materials.

The following has to be observed:
= Protective goggles and rubber gloves have to be worn when handing reagents.

= |f only a few samples are treated, an (empty) tube of the same height must addition-
ally be placed at each corner position of the block. If the number of samples in the
block is too low, there is a risk of the tubes being damaged and sample liquid leaking
out.

= For your own safety, please observe the potential infectious qualities of the exam-
ined biological material.

2.7  Safety instructions — maintenance and repair
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The Biometra TAdvanced is usually repaired by the service department of Biometra
GmbH or its authorized and trained specialist personnel. Unauthorized repairs can dam-
age the device. Therefore, the operator may generally only carry out the tasks listed in
section "Maintenance and care"p. 126.

The following has to be observed:

= The exterior of the device may only be cleaned with a damp, not dripping, cloth after
the device has been switched off.

= Do not use alcohol (e.g., methanol or ethanol), organic solvents or abrasives to clean
the device.

= Any maintenance on the device may usually only be carried out in the switched-off
condition (unless stated otherwise).

= Only use original spare parts, wear parts and consumables. These have been tested
and guarantee safe operation.
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2.8 Behavior during emergencies

In case of danger or accidents, immediately switch off the Biometra TAdvanced using
the main switch on the equipment back plate. Disconnect the mains plug from the
power supply!

15
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3 Function and setup
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The Biometra TAdvanced thermal cycler is available in the following models:

Model

Biometra TAdvanced 96 with aluminum block

Biometra TAdvanced 96 G with aluminum block

with gradient function

Biometra TAdvanced 96 S with silver block

Biometra TAdvanced 96 SG with silver block

with gradient function

Biometra TAdvanced 60 with aluminum block

Biometra TAdvanced 60 G with aluminum block

with gradient function

Biometra TAdvanced 384 with aluminum block

Biometra TAdvanced 384 G with aluminum block

with gradient function

Biometra TAdvanced Twin 48 with aluminum twinblock

Biometra TAdvanced Twin 48 G with aluminum twinblock

with gradient function

Biometra TAdvanced Twin 30 with aluminum twinblock

Biometra TAdvanced Twin combi with aluminum twinblock

The device is controlled by a 7" touchscreen display and an easy-to-use user interface.

PCR protocols and run log files can be saved to a connected USB stick. By using the USB
functions, PCR protocols can be exchanged easily between devices and run log files can
be stored for documentation reasons on a PC.
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Fig. 1 The Biometra TAdvanced Thermal Cycler

The Biometra TAdvanced thermal cycler features an automatic restart. If a power failure
occurs during the run, the device will continue the run as soon as power is restored. In
case of long-term power failure (longer than 30 minutes), the device will keep the sam-
ple block at 4 °C (freeze step) and the user can decide to repeat the run with the same
samples or to discard them.

The block with gradient function can optionally be used for the optimization of new pri-
mer pairs. The Linear Gradient Tool allows the programming of gradients with a defined
temperature difference between the rows or columns of the sample block.

This manual provides information on how to use all models of the Biometra TAdvanced
Thermal Cycler most effectively. Functions that are only available for certain versions are
indicated accordingly, for example, "This function is only available for gradient-enabled
thermal cyclers".

3.1 High speed thermoblock

The Biometra TAdvanced Thermal Cycler is available with different block formats and
with quick block exchange technology that allows easy exchange of block modules in a
few seconds. Most blocks are made of aluminum and offer high ramp rates for fast pro-
tocol running times. Additionally, to achieve ultimate performance, a 96 well block
made of silver is available. Due to its excellent heat conductivity silver equilibrates ex-
tremely quickly, thus providing maximum speed and temperature uniformity. To protect
the valuable silver blocks against corrosion, the block surfaces are gold plated.

17
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3.2

3.3

3.4
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A rubber seal on the heated lid forms an encapsulated space around the sample block as
soon as the lid is closed. The closed space serves to improve the temperature uniformity
of the sample block and avoids the formation of condensed water at the final PCR cool-
ing step. Furthermore all blocks are perfectly sealed to prevent condensed water from
penetrating into the Peltier elements underneath the sample block and other parts of
the electronics. The sealing protects the Peltier elements and prolongs the lifetime of
the device.

High Performance Smart Lid

Display

The Biometra TAdvanced heated lid has been optimized to heat twice as fast as with
older models and thus helps to shorten protocol run times. Moreover the heated lid ful-
fills two other important functions: It prevents the formation of condensation at the re-
action tube portion located above the block surface level and it ensures reliable contact
between the reaction tubes and the thermoblock by applying constant pressure. Thanks
to the integrated clutch mechanism, the pressure applied to the reaction tubes is always
the same, regardless of the plasticware height. The combination of the heated lid shape
and the reliable contact pressure ensures even temperature distribution between sam-
ples, thus significantly improving temperature uniformity.

With one press on the front button, the heated lid gently swings open and locks in its
end position. This mechanism ensures that the lid cannot fall down and the heated lid is
out of the radius of action while the user inserts PCR tubes or plates. This prevents any
risk of injury from crushing or hot surfaces.

The Biometra TAdvanced thermal cycler features a 7" state-of-the-art color touchscreen
user interface. The touchscreen is built-in at a flat angle to ensure reflection-free view-
ing and ergonomic programming. For programming PCR protocols the software incorpo-
rates Biometra's proven spreadsheet philosophy and alternatively offers graphical pro-
gramming. One touch of a button leads from the spreadsheet to the alternative graph-
ical programming mode. This makes the creation of new programs or editing existing
programs fast and easy.

User-specific quick start of programs

Many other thermal cyclers offer a so-called "List of latest programs used". In the list of
latest programs used a certain number of PCR programs is collected and offered for
quick start. The list is typically ordered only by date and the user has to search for the
desired program. In contrast the Biometra TAdvanced software creates a user-specific
list and only the latest programs started by the currently logged-in user are offered for
quick start. Even if a lab member does not use the device for a longer time, the infor-
mation on the latest programs started by this user will not get lost.

For maximum convenience the Biometra TAdvanced software additionally features a
program preview. Before the start of a program the protocol steps are summarized in a
clearly arranged table by the program preview tool. The preview therefore provides a
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comprehensive overview of the protocol structure without the need to access program-
ming screens. The program preview is also available before the quick start of programs.

3.5 Easy programming

Creating new PCR programs takes a lot of time if for each single step all parameters
have to be set manually. The Biometra TAdvanced offers two options for easy protocol
creation:

®  Pre-installed program templates
= Protocol wizard

The Biometra TAdvanced software offers several pre-installed program templates for
different applications. The program templates provide a general protocol structure and
can be easily adapted for the current experiment.

The protocol wizard offers the comfort to create specific PCR programs by just a few in-
puts. The protocol wizard is based on program templates for specific polymerases. For
up to eight different polymerases program templates can be saved in the Biometra TAd-
vanced software and just the annealing temperature, cycle number and product length
has to be filled in to create a specific PCR program. Optionally two-step or three-step
PCR programs can be created by the software. Furthermore the protocol wizard includes
a primer annealing temperature calculator and the calculated annealing temperature T,
value can be used for protocol creation.

3.6 Linear Gradient Tool

For optimizing new primer pairs in a single run the Biometra TAdvanced can optionally
be equipped with a gradient function. Finding the best primer annealing temperature is
crucial for the specificity and efficiency of PCR reactions. Often the optimization of ex-
periments is conducted to a limited extent only leading to unspecific byproducts or re-
duced PCR sensitivity. By using the gradient function, new primer pairs with unknown
annealing temperatures can be tested quickly and optimized in a very short time.

For maximum convenience the Biometra TAdvanced offers the Linear Gradient Tool. For
most other devices the temperature difference from row to row or from column to col-
umn in a gradient step varies across the sample block. The Biometra TAdvanced Linear
Gradient Tool enables the programming of gradient steps with a defined temperature
increment between the columns or rows. The Linear Gradient Tool option allows the
comfortable creation of gradient steps and thus the best annealing temperature can be
easily transformed to a non-gradient protocol.

3.7  GLP compliance

The software can manage up to 90 user accounts. With each system start the Biometra

TAdvanced performs an initial self-test and additionally the software offers an extended
self-test that can be initiated by the user. The results of the extended self-test are sum-
marized in a protocol and stored by the device. In addition to the self-test functions, the
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device creates and stores log files for each single run. For long-term storage, the log files
and extended self-test protocols can be exported as a proprietary file format.

3.8 Open system philosophy

The Biometra TAdvanced is an open system regarding consumables and reagents. De-
pending on the sample block, the system can be used with single tubes, strips or plates.
PCR plates can be standard profile or low profile and they can be full-skirted, half/semi-
skirted or non-skirted. The Biometra TAdvanced can handle all kinds of plates and the
plasticware be sealed with domed lids, flat lids, sealing foil or other technologies. Re-
gardless of the sealing method used, thanks to the HPSL technology (see section "High
Performance Smart Lid" p. 18) the same pressure is always applied to the consumables
for absolutely reproducible conditions.

The Biometra TAdvanced thermal cycler is not limited to reagents from a specific vendor
and can be used with any kind of polymerase. Regardless of whether isothermal, hot
start or non-hot start polymerases are used, the Biometra TAdvanced will produce relia-
ble results. By programming a pause step for the initial denaturation, for example, the
system can be used for manual hot start applications. After inserting the samples into
the heating block, the PCR protocol can be started just by pressing "continue”.

20
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3.9 Order numbers

Instruments incl. block and base unit

Model Block type Gradient range Block exchange Order numbers
Biometra TAdvanced 96 Aluminum - v 846-x-070-211
Biometra TAdvanced 96 G Aluminum 30°C 846-x-070-201
Biometra TAdvanced 96 S Silver - v 846-x-070-251
Biometra TAdvanced 96 SG Silver 40°C v 846-x-070-241
Biometra TAdvanced 60 Aluminum - v 846-x-070-210
Biometra TAdvanced 60 G Aluminum 30°C v 846-x-070-200
Biometra TAdvanced 384 Aluminum - v 846-x-070-224
Biometra TAdvanced 384 G Aluminum 24°C v 846-x-070-214
Biometra TAdvanced Twin 48 Aluminum - v 846-x-070-212
Biometra TAdvanced Twin 48 G Aluminum 20°C 4 846-x-070-202
Biometra TAdvanced Twin 30 Aluminum - v 846-x-070-213
Biometra TAdvanced Twin combi Aluminum - v 846-x-070-215

G = gradient, S = silver block
X =2 for 230V EN/DE, 4 for 115 VEN, 5 for 100 V EN/DE

Base unit and block modules

Block model Block type Gradient range Block exchange Order numbers
Block module 96 Aluminum - 846-070-231
Block module 96 G Aluminum 30°C 846-070-221
Block module 96 S Silver - 846-070-271
Block module 96 SG Silver 40°C 846-070-261
Block module 60 Aluminum - 846-070-230
Block module 60 G Aluminum 30°C 846-070-220
Block module 384 Aluminum - 846-070-234
Block module 384 G Aluminum 24°C 846-070-224
Twinblock module 48 Aluminum - 846-070-232
Twinblock module 48 G Aluminum 20°C 846-070-222
Twinblock module 30 Aluminum - 846-070-233
Twinblock module combi Aluminum - 846-070-235
Base unit

TAdvanced base unit

846-x-070-280

G = gradient, S = silver block
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4 Installation and commissioning

4.1  Scope of delivery

The scope of delivery includes:
= Thermal cycler

®  Mains cable

®  QOperating instructions

®  Quick reference guide

Please keep the original packaging in case the device needs to be returned. The shipping
box for the Biometra TAdvanced thermal cycler contains a specially developed foam sys-
tem for the transport of high quality electronic devices.

4.2  Unpacking and inspection

Unpack and carefully check the device. Immediately report any damage to Biometra
GmbH. Do not attempt to operate the device if there is any visible damage.

Keep the original packaging for possible return. The Biometra TAdvanced must always
be transported in its original packaging. If the packaging is no longer available, please
contact Biometra GmbH.

4.3  Setting the operating voltage

WARNING

Danger of electric shock! Before commissioning the device, make sure that the voltage
selector setting on the underside of the device corresponds to the mains voltage in your
laboratory.

The Biometra TAdvanced can be operated at 100, 115 or 230 volts.

m  Set the operating voltage by turning the dial on the underside of the Biometra TAd-
vanced to the desired voltage. You can do so with a coin.

Voltage
indicator

Voltage
adjustment dial

Fig. 2 Voltage selector switch on the underside of the device
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4.4  Commissioning

4.4.1 General setup

WARNING

Danger of electric shock! Prior to commissioning, please make sure that the operating
voltage set on the device is the same as the mains voltage (see section "Setting the oper-
ating voltage"p. 22).

NOTICE

Do not cover the ventilation slits! Ensure that the ventilation slits are clear. Insufficient
ventilation may cause the device to overheat.

®  Make sure that there are no objects underneath the device (e.g., paper) that may be
sucked against the ventilation slot and thus interfere with ventilation.

®m  Place the device at a minimum distance of 10 cm between the rear of the device and
the wall or other objects.

® |n case of several cyclers side by side running simultaneously we would recommend
to keep a distance of at least 10 cm between every thermal cycler.

®  Place the Biometra TAdvanced on a solid dry surface.

® | the Biometra TAdvanced has been moved, allow the device to adjust to room tem-
perature before switching it on for the first time (1 to 6 hours).

= Connect the Biometra TAdvanced to a grounded mains outlet using the mains cable
supplied.
Make sure that the mains switch and the mains cable are easily accessible. This is
important if the device needs to be disconnected from the mains voltage.

®  The display contrast can be adjusted according to the respective lighting conditions
(see section "Display brightness" p. 97).

4.4.2 Installation when used in a network

When using the thermal cycler together with the Biometra TSuite thermal cycler man-
agement computer software, please follow these instructions for connection in a net-
work:

®  The thermal cycler can be connected to a computer via the company network. The
thermal cycler is usually configured for a network connection with a DHCP server in
the delivery state (please refer to the "Network" chapter 11.1.4).

= This requires an Ethernet cable (minimum requirements: Cat 5e performance class,
STP cable structure, max. 30 m length).

®  You can connect the thermal cycler and the computer to the DHCP server via the
Ethernet cable and a router (e.g. such a device https://www.tp-link.com/us/home-
networking/wifi-router/tl-wr841n/), alternatively you can connect the computer
and the thermal cycler to the company network if this is allowed by your company's
IT policies.
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®  For an alternative direct connection of the thermal cycler, the thermal cycler must be
changed to a network connection with a fixed IP (e.g. IP 192.168.0.30, subnet mask
255.255.255.0) (please see chapter "Network"” 11.1.4).

The network card must also be changed to a fixed IP(V4) via the network adapter
settings under Windows (e.g. IP 192.168.0.10, subnet mask 255.255.255.0).

®  The PCnetwork card should comply with the IEEE 803.2ab_1999 autocrossover
standard, otherwise a crossed network line is required. Newer network cards usually
comply with this standard.

®  An Ethernet cable is available as an optional accessory.
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5 Control elements

5.1 Biometra TAdvanced front view

Fig. 3 Front view of the Biometra TAdvanced

1 Dial for adjusting the contact pressure 3 Display
2 Lid closing button 4 USB port

5.2 Biometra TAdvanced rear view

The Ethernet port, mains plug and mains switch are located at the rear of the Biometra
TAdvanced.

Fig. 4 Rear view of the Biometra TAdvanced

1 Ethernet port 3 Fuse holder
2 Mains plug 4 Mains switch
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5.3  Quick block exchange

The option for quick block exchange is available for all model types.

To change the block:

1. Switch off the device.

2. Lift release lever on the backside (1 in Fig. 5) then pull block slowly to the back (2).

3. Insert the new block module carefully from the back in the base unit (2) until the
plugs at the front of the module are in contact with the socket inside the instrument.

4. Then carefully push down the release lever (1).

5. Switch on instrument.

v During boot up the block module (block format and serial number) is automati-
cally recognized.

Fig. 5 Quick block exchange

5.4  High Performance Smart Lid (HPSL)

The Biometra TAdvanced has a height-adjustable lid for optimal contact pressure on the
samples.

5.4.1 Closing the lid

1. Place the samples in the block, then close the lid until you feel the button in the front
click into position.

2. Turn the lid wheel clockwise until the clutch mechanism is activated (you will hear a
clicking noise).
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Control elements

NOTICE

The strength of the lid contact pressure has been designed for a fully populated block. If
only a few samples are to be used in the block, place an additional two (empty) tubes of
the same height in the four corner positions of the block (see Fig. 6). Otherwise the
sample tube may be damaged from excess contact pressure.

Never attempt to close the heated lid with force! This may damage the device.

96 Well Block
CNONONONCHONONONORORON
CHONONONONONONONONONON
OHONONONCHONONCHONONONG,
CHONONONCNONONCONONONONO,
CHONONONCNONONCNONONONO
CHONONONCHNONONCHONONONO
CNONONONONONONONONONON
@ OO0 O0OO0OOOOOOO e

48 well block 30 well block combi block

$395 9480008 EReaTs

@OOO® || OO0
COHONORONON® OQOOOOOOOOO
0co0000|OCOOOO ERFOFO
oNoNoNoNo N INOIOIOION0; OOOOOOOQOOO
OHONONONONG Q@000 ® %OOOOOOOOO
@ OO OO0 e "YeloTo! .OOOOOOOOO.
CHONONONON @ O OO O®
Fig. 6 Placement of sample tubes in different block systems

5.4.2 Opening the lid

i

NOTICE
Never open the lid under pressure!

Always follow the sequence below when opening the lid. If the lid is opened under pres-
sure, the locking mechanism may be damaged.

= Reduce the contact pressure of the lid completely by turning the lid wheel anticlock-
wise until there is no resistance.

= Open the lid by pressing the button on the front of the lid.

v' The lid opens and locks in a defined end position.
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5.5 The Biometra TAdvanced software

5.5.1 Keyboard

28

The Biometra TAdvanced thermal cycler features a 7" color touchscreen and a conven-
ient software for operation.

For some applications, names, addresses or passwords have to be defined. For this pur-
pose, the Biometra TAdvanced software offers a keyboard to enter characters, digits and
special characters.

Enter Password {13 Characters/Numbers/Special characters)

]
L D000 =
Fr. 7 1 1. 1. 1.1 1.1.1-1
1 11 L 1. T 1. T 1.1

FT T I I I T T Tl

£ ©5 B2 C O 5
v

[«
Fig. 7 Keyboard

The keyboard offers the following special keys:

Space

Tab

Shift

Delete single character

Delete all characters

Back

Forward

Note: For some functions the maximum number of characters is limited. Usernames,
passwords and program names can have a maximum of 13 characters and user initials a
maximum of 3 characters.
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5.5.2 Keypad

In some screens of the Biometra TAdvanced software digits have to be entered. For this
purpose, the software features a keypad integrated in some screens:

Fig. 8 Keypad

The keypad can be used to enter digits, dots, minus signs and infinite. In addition the
following special keys are available:

Delete single character

Delete all characters

Tab

Infinite

5.5.3 Cursor keys

The Biometra TAdvanced software uses lists, tables or graphical representations. When-
ever the number of entries becomes higher than the maximum number that can be dis-
played on a screen, the software will show cursor keys for navigation.

Scroll up Scroll right

Scroll down - Scroll left -

5.5.4 Confirm or Cancel

On many screens user entries have to be confirmed to avoid unintended operating er-
rors. Press Confirm to accept entries or processes or Cancel to reject entries or pro-

cesses.
Confirm
Cancel
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5.5.5 List of commands and icons used

The Biometra TAdvanced software uses the following icons:

Command
Home
Next
Back
Right
Left
Up
Down
Confirm
Cancel
Login

User management

User management
ON/OFF

New user

Delete user

Edit user

Protocol Wizard

New Polymerase

Edit Polymerase

Delete Polymerase

HEREREERRRUNEEENEES
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Command

Annealing temper-
ature calculator

Edit primer concen-
tration

Edit primer

Calculate primer

Save annealing
temperature Ta

Protocol Wizard
Info

Incubation

Start incubation

Programs

New program/new
from template

Open template

Copy program/copy
all programs

Delete program/
delete all programs

Edit program

Start program

Quick selection
(program or user)

Stop program

Done

K A 5
=}
K
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Command

Save program

Save as

Pause program

Start program/ con-
tinue program

Skip step

Choose block start
program

Block stop

Graphical view

Spreadsheet view

Gradient display

Edit step

Insert step

Delete step

Temperature incre-
ment

Time increment

Heating rate

Gradient

Linear Gradient
Tool

o
(=}
S
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Command
Standard gradient
programming
Preheating OFF
Preheating ON
Tools

Settings

Date and time

Automatic user log-
out

Beeper

Network

Display brightness

Display darker

Display brighter

Touchscreen cali-
bration

Factory settings

Documentation

Run log file

Run log file over-
view

Save run log file to
USB

o
(=}
S
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Command

Save all run log files

to USB

View run log file

View program

Power on log file

Self-test log file

Error log file

Extended self-test

Start extended self-
test

Stop extended self-
test

Service info file

Backup

Save backup file

Load backup file

Delete backup file

Delete all backup
files

Cycler information

Contact

o
(=}
S
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6 Operation

6.1 Power on self-test

After the Biometra TAdvanced is switched on, the device performs an automatic self-
test (power on self-test). During the test the device shows the following screen:

Biometra Thermal Cycler

jena

An Endress+Hauser Company

Fig. 9 Start screen

For the power on self-test a log file is created and stored in the thermal cycler memory
(see section "Power On Logfile" p. 109).

6.2 Login screen

After the Biometra TAdvanced has performed the power on self-test, the login screen is
displayed. The login screen offers the following functions:

Command Function Section

Login Starts the login dialog. See section "Login" p. 36

Block Shows the current block status. If a block is free, a touch See section "Block status' p. 38
on the button leads to a list of previously used or changed and section "Quick start function"
programs for quick start (not user-specific in the login p. 39
screen).

EN/DE Changes the language setting for the login screen. For user-specific software lan-

guage settings see section "Edit-
ing user settings" p. 102
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Quick Start Block 1

Quick Start Block 1 Quick Start Block 2

Biometra TAdvanced Mono Biometra TAdvanced Twin

Fig. 10  Login screen

6.3 Login

After starting the Biometra TAdvanced, the login screen is displayed. To log in as an ex-
isting user, press Login.

> ;

In the next screen select a user by pressing the corresponding button.

25.05.2016 12:23

Fig. 11  Select user screen

Note: The position of the buttons can change. The button for the most recently logged
in user is always shown in the first position at the top left of the screen. All the other
buttons become arranged from top left to bottom right according to the date and time
of the latest user login. If more than 6 user accounts are available, you might need to
use the Left or Right cursor keys to turn the page (see section "Cursor keys" p. 29).
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Touch the Password input field and enter the password using the Biometra TAdvanced
keyboard (see section "Keyboard" p. 28). The default password for the Admin adminis-
trator is "Admin". Please note that the password query is case sensitive.

Enter Password for user Admin

Fig. 12  Enter password screen

6.4 Home screen

After user login the Biometra TAdvanced software shows the home screen. The home
screen offers the following functions:

Quick Start Block 1 . "
Quick Start Block 1 Quick Start Block 2

B User: Admin
1
==

) 06.04.2017 15:01

Biometra TAdvanced Mono Biometra TAdvanced Twin

Fig. 13  Home screen

Command Function Section

Programs Viewing, running and editing programs See section "Creating, editing
and saving programs' p. 47

Block Shows the current block status. If a blockis ~ See section "Block status"
free, a touch on the button leads to a list p. 38 and section "Quick start
of previously used or changed programs function" p. 39

for quick start
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6.5
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Incubate For running a sample block at a constant See section "Incubation
temperature mode" p. 42

Tools Settings, documentation, extended self- See section "Tools" p. 91
test, cycler information and diagnosis
mode

Logout User logout

Block status

In the login screen (see section "Login screen" p. 35) and in the home screen (see section
"Home screen" p. 37) a special button with information on the current block status is
shown. The sample block status can be Free, Running or Pause and is indicated by the
color of the button and the textbox in the middle of the button (2 in Fig. 14). In the line
above the textbox the current block temperature is shown (1)- If the temperature is
higher than 70°C, the characters are shown in red and the warning Hot plus the corre-
sponding warning symbol are displayed. In the line below the textbox the remaining
runtime is shown (3). The sample block number is shown above the button.

1 Block temperature

2 Block status
?8'6°C & HOt ! 3 Remaining run time / pause time
2
Remaining Time
01h 12m 51s ’

Fig. 14  Block status/quick start button

The following table summarizes the different button colors and sample block statuses.
When the button is pressed, it depends on the sample block status which function is ac-
tivated in the Biometra TAdvanced software. If the status is Running or Pause, a touch
of the button will lead to the program view (see section "Display during a run" p. 74). If
the status is Free, the quick start function is activated (see section "Quick start function"
p. 39).

Button Block status Color Function

Free Green Quick start function
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Running Yellow Program view
74.2°C A\ Hot
Remaining Time
01h 11m 29s
Pause Blue Program view

6.6  Quick start function

Biometra TAdvanced
Mono

Note: Programs can only be started by users with the right Start/stop programs acti-
vated (see section "Editing user settings" p. 102).

Enable a user to start
or stop programs Start/stop programs

The Biometra TAdvanced software offers a quick start function for previously used pro-
grams. To use the quick start function, press the block status display button in the login
screen (see section "Login screen” p. 35) or in the home screen (see section "Home
screen"p. 37).

Note: The quick start function can only be activated if the current block status is Free
(see section "Quick start function" p. 39). If the status is Running or Pause, a touch of
the button will lead to the program view screen instead.

If the block status button is used in the login screen before a user is logged in, a list of
the programs most recently used on the thermal cycler are offered for quick start. If, on
the other hand, the button is used in the home screen after user login, the software will
show a user-specific list of the latest programs used for quick start.

Login screen List containing the latest programs used

Home screen User-specific list containing the latest programs used

The latest programs used are summarized in a table.
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Biometra TAdvanced

User: Admin Latest programs used 25.05.2016 13:11

Block 1
No. User  Program No. Name Block Type Program Type
Touchdown Gradient 96
Fast-10s-60c
Lowered-deam
Three-step

Fast-10s-60c

Fig. 15  Program quick start screen (Biometra TAdvanced Mono)

Select the program for quick start in the table and press the Start button to start the se-
lected program. If necessary, the program can be edited before the start or a new pro-
gram can be created based on a template (see section "Programming modes" p. 47).

Start

Note: Programs offered for quick start can only be edited or deleted by users with the
right Write/Delete own programs activated (see section "Editing user settings" p. 102).

Enable a user to edit
or delete own pro-
grams

Write/delete programs

of other users

Press the corresponding button to activate the programming mode or select a program
from the list of templates:

Edit

New from template !

Note: Programs can only be started by users with the right Start/stop programs acti-
vated (see section "Editing user settings" p. 102).

Enable a user to start
or stop programs Start/stop programs

The Biometra TAdvanced software offers a quick start function for previously used pro-
grams. To use the quick start function, press the block status display button in the login
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screen (see section "Login screen" p. 35) or in the home screen (see section "Home
screen"p. 37).

Note: The quick start function can only be activated if the current block status is Free
(see section "Quick start function" p. 39). If the status is Running or Pause, a touch of
the button will lead to the program view screen instead.

If the block status button is used in the login screen before a user is logged in, a list of
the programs most recently used on the thermal cycler are offered for quick start. If, on
the other hand, the button is used in the home screen after user login, the software will
show a user-specific list of the latest programs used for quick start.

Login screen List containing the latest programs used

Home screen User-specific list containing the latest programs used

The latest programs used are summarized in a table.

User: Mike Latest programs used 05.05.2017 13:47

Block 1

No. User Program MNo. Name Block Type Program Type

Fig. 16  Program quick start screen (Biometra TAdvanced Twin)

Select the program for quick start in the table and press the Start button to start the se-
lected program. If necessary, the program can be edited before the start or a new pro-
gram can be created based on a template (see section "Programming modes" p. 47).

Start on block ...

To switch between the sample blocks press the button with the corresponding number.

Sample block 1

Sample block 2
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To start a program on both sample blocks press the following button:

Choose block start program =

By activating the checkboxes select the sample blocks for program start.

Start program

Please select block to start:

|:| Block 1

|:| Block 2

Fig. 17  Multiblock selection query

Note: Programs offered for quick start can only be edited or deleted by users with the
right Write/Delete own programs activated (see section "Editing user settings" p. 102).

Enable a user to edit
or delete own pro-
grams

Write fdelete

own programs

Press the corresponding button to activate the programming mode or select a program
from the list of templates:

Edit

New from template !

6.7 Incubation mode

Biometra TAdvanced
Mono

42

Note: Programs can only be started by users with the right Start/stop programs acti-
vated (see section "Editing user settings" p. 102).

Enable a user to start
or stop programs Start/stop programs

The incubation mode allows samples to be incubated at a constant temperature for an
indefinite period of time. Press the Incubate button and in the next screen set the val-
ues for the block temperature and hold time using the keypad. Set whether the heated
lid should be on or off and whether it should preheat or not using the corresponding
buttons (see Fig. 18).
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Incubate

Note: To set the time to endless, use the button:

Endless time

To start incubation, press the Start button

Start

User: Admin Incubate 25.05.2016 13:16

Block Temperature

37.0 | °C

Hold Time

oo | o0 mm ] SS

Lid Preheat Lid

r_On il RE r_On

Fig. 18  Incubation mode screen (Biometra TAdvanced Mono)

During incubation the following commands can be used:

Stop
Pause

Continue -

Skip

Note: To stop the incubation, use the corresponding command. Do not switch off the
device while the incubation is running. The device will react like after a power failure
and will restart the incubation step when it is switched on next time.
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Biometra TAdvanced

Note: Programs can only be started by users with the right Start/stop programs acti-
vated (see section "Editing user settings" p. 102).

Enable a user to start
or stop programs Start/stop programs

The incubation mode allows samples to be incubated at a constant temperature for an
indefinite period of time. Press the Incubate button and in the next screen set the val-
ues for the block temperature and hold time using the keypad. Set whether the heated
lid should be on or off and whether it should preheat or not using the corresponding
buttons (see Fig. 18).

Incubate

Note: To set the time to endless, use the button:

Endless time

To start incubation, press the following button:

Start on block ... -

User: Mike Incubate 05.05.2017 13:43

Block Temperature

37.0 | °C

Hold Time

©0 | ©0 mrn (o] ss

Lid Preheat Lid

r_Cln il o6 |'_Orl

Fig. 19  Incubation mode screen (Biometra TAdvanced Twin)

To switch between the sample blocks press the button with the corresponding number.
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Sample block 1

Sample block 2

To start incubation on both sample blocks press the following button:

Choose block start program -

By activating the checkboxes select the sample blocks for program start.

a3

Start program

Please select block to start:

|:| Block 1
|:| Block 2

Fig. 20  Multiblock selection query (1)

During incubation the following commands can be used:

Stop

Block Stop

Pause

Continue

Skip

Note: To stop the incubation, use the corresponding command. Do not switch off the
device while the incubation is running. The device will react like after a power failure
and will restart the incubation step when it is switched on next time.

After you have pressed the block stop button, choose the block to stop incubation in the
following query.
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Stop program

Please select block to stop:

|:| Block 1
|:| Block 2

Fig.21  Multiblock selection query (2)
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7  Creating, editing and saving programs

7.1  Programming modes

The Biometra TAdvanced software offers spreadsheet or graphical programming. Use
the buttons to toggle between the two modes. The following screenshots show the
spreadsheet and graphical programming mode.

Graphical view ’

Spreadsheet view -

User: Admin 25.[]596 13:19

Name: Linear-grad-1ic | id: Preheat Lid:| On

Program Rune‘: 01h e 47s e e @ m

B"’Cé“:;';"‘p' (':10"“:"2";‘:) AT(°C) At(s) AR(°C/s)

Loops Step

Fig. 22  Spreadsheet programming
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Parameter
Program name

Heated lid temperature °C

Preheat lid mode

Step number

Temperature °C

Hold time h:mm:ss

Go to

Cycles

Temperature increment AT
(Q)

Time increment At (s)

Heating rate AR (°C/s)

Gradient

Step options
(go to, temperature incre-
ment, time increment and
heating rate)

48

User: Admin 0 9 25.[]."616 13:20
Name: Linear-grad-ic Lid: | 99 |°C Preheat Lid:r_On

Program Runtime: 01h 35m 47s

—
o
[}
=
=
-
=}
=
Q
Q
=
I
=4

Fig. 23  Graphical programming

Both programming modes show the same information but in different ways. In the
spreadsheet mode all parameters are summarized in a table. In the graphical mode sym-
bols are displayed for some parameters (see the table below). Toggle to the spreadsheet
mode to view the settings for these parameters.

Spreadsheet mode Graphical mode Section

See section "Assigning program names"p. 51

See section "Setting the heated lid tempera-
ture"p. 51

See section "Preheating the heated lid" p. 52

See section "Editing all parameters of a step"
p. 53

See section "Editing all parameters of a step"
p. 53

See section "Editing all parameters of a step"
p. 53

See section "Programming loops" p. 54

®®

®Q © © OO ©0

See section "Programming loops" p. 54

® e © O© ©®L| ©6

@ - See section "Programming a temperature in-
crement'p. 55
- See section "Programming a time increment"
p. 55
®) @ .‘ See section "Adjusting the ramp rate" p. 56
See section "Programming a gradient step" p.
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If a program has more than 6 steps, use the cursor keys to navigate in the spreadsheet
or the graphical display.

7.2  Creating a new program/using a program template

Note: Only when the right Write/delete own programs is activated,
= ysers can create new programs
® users can edit existing programs

® users can delete programs

Enable a user to edit or delete his own
programs

Write /delete

own programs

Only when right Write/delete All programs is activated, users can edit programs cre-
ated by other users.

1. To create a new program or open a program template, first log in as an existing user.

2. After login press the Program button in the home screen.

Program

The program overview screen opens:

User: Admin Program overview 25.05.2016 13:23

Fig. 24  Program overview screen

3. Inthe program overview screen, press the New from template button:

New from template -
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4. The program template screen opens (see Fig. 26). Search for a program template us-
ing the cursor keys and press the corresponding button to select it.

- S
k2

Note: The Biometra TAdvanced offers several program templates for different purposes.
You can either use a template and modify it as desired or select the option Blank. Blank
is a program with no predefined steps (see Fig. 25).

25.05.2016_13:24 ser: Admin 25.05.2016_13:25

Lid: | 99 |°C Preheat Lid: | On Lid:| 99 |°C Preheat Lid: | On
am

o Cycles AT(°C) at(s)  aAR(°G/s) | [HAS

Spreadsheet programming Graphical programming

Fig. 25  Blank program template

Select Blank whenever a new program should be created and select another template
from the list whenever an existing program should be edited.

The program structure can be controlled in the program preview (see Fig. 26). If a tem-
plate is selected, the program steps and some additional information are displayed in
spreadsheet form. By using the program preview function, templates can be checked be-
fore they are opened.

5. To open a program template, press the Open template button.

Open template -
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User: Admin Program templates 25.05.2016 13:26

Fig. 26  Program template screen

7.3  Assigning program names

Each template has a specific name which is superimposed in the programming screen.
To enter a name, touch the Name input field and enter a new name using the Biometra
TAdvanced keyboard.

Note: If a character is pressed, the pre-displayed name will be deleted and a new pro-
gram name can be set. If the program name should be modified, please first press an-
other button like delete or space.

7.4  Setting the heated lid temperature

To set the heated lid temperature, touch the Lid input field. A small window opens in
the middle of the screen with a keyboard (see Fig. 27). Enter a value between 30 and
110 using the Biometra TAdvanced keyboard.

Note: The default setting for the heated lid temperature is 99 °C. 99 °Cis sufficient for
typical PCR programs.

Use the corresponding buttons to switch the heated lid on or off.

51



Creating, editing and saving programs Biometra TAdvanced

User: Admin 25.05.2016 13:27

Name: Three-step i Preheat Lid:[_On
Program Runtime: 01h 1

=
o
g,
@
=
=
=
=)
et
a
=%
£
)
=

Fig. 27  Heated lid temperature setting screen

NOTICE

The heated lid automatically switches off at a temperature difference of >75 °C between
the block and the heated lid. At these low block temperatures, sample condensation on
the tube lid is no longer to be expected. In addition, it supports a longer service life of
the Peltier elements in the block, since no unnecessary cooling against the heating cover
is required.

7.5  Preheating the heated lid

The heated lid can be set to preheating ON or OFF using the corresponding buttons:

Preheat heated lid Off

Preheat heated lid On H

If the preheating mode is activated, the heated lid is first heated up to the programmed
temperature while the sample block is held constant at 25°C. After the heated lid
reaches the target temperature, a 40 second equilibration phase follows. Then the sam-
ple block starts to heat up from 25°C to the first programmed target temperature.

Note: For most applications it is recommendable to set the preheating mode to "ON".

7.6  Editing steps

When editing program steps, the following parameters can be entered in the Biometra
TAdvanced software:
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Parameter Description and limits

Temperature Temperature for a step in °C. The target temperature can be set between 3.0°C and 99.0°Cin
tenths of a degree.

Hold time Hold time for a step in h:mm:ss. Values between 0 and 9 hours, 0 and 59 minutes and O to 59

seconds can be programmed.
To program a pause and set the hold time to infinite, enter « in one of the input fields for
h:mm:ss.

Defines the step number to which the program returns.

Defines the number of repetitions. The maximum number of repetitions is 999.

Temperature increment by which the target temperature is increased or decreased with each
cycle. The temperature increment can be + 20.0°C.

Time increment (e.g., for long range PCR) by which the time is increased with each cycle. The
time increment can be between Os and 240s.

Average heating and cooling rate between steps. The heating and cooling rate can be set from
0.1°C/s to max. in tenths of a degree. (The maximum ramp rate is sample bock specific). The
ramp rate specifies the speed at which the selected step is reached with.

It is possible that in some models this display may show a slightly higher maximum ramping
rate than is achieved according to the technical specifications of the device. This is technically
justified and achieves optimum control of the maximum value. In fact, the maximum heating
and cooling rate is achieved as specified in the technical specifications.

N o
2|3
2 lo

Establishes a temperature gradient across the sample block. The maximum gradient tempera-
ture range and the temperature range that can be used for the gradient will depend on the in-
stalled sample block.

The Biometra TAdvanced offers two options for editing a step in a PCR program:
= Change all parameters for a step on a screen

®  Change individual parameters directly in the spreadsheet or graphical display

7.6.1 Editing all parameters of a step

1. Activate a step in the spreadsheet or graphical view (see section "Programming

modes" p. 47).

2. To edit the activated step, press the Edit button.

Edit

In the graphical view you can also access the screen for editing a program step by
touching the currently activated step again.
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h:mm:ss

Temperature: °C

Hold Time: ;lh ;lmm ;lss

Go To:

Fig. 28  Program step editing screen
Note: To program a step at least the temperature and the hold time must be defined.

3. To set the temperature, touch the corresponding input field and enter a value be-
tween 3.0°C and 99.0°C. Use the tab button or activate the next input field and enter
a hold time in h:mm:ss.

The Biometra TAdvanced software allows several program steps to be programmed
subsequently (Multi Step Programming).

4. Use the cursor keys to navigate between program steps.

Next step

Previous step g

The currently activated step is highlighted in blue in the table above the input fields
(see Fig. 28 on page 52).

Note: By navigating between program steps it is not necessary to confirm the settings
for each single parameter or step and to leave the screen for editing program steps. In-
stead, you can fill in the parameters for all steps subsequently and confirm your entries
after all steps are programmed.

7.6.1.1 Programming loops

54

A typical PCR program consists of repetitive steps for denaturation, annealing and ex-
tension. For the repetition of steps the Biometra TAdvanced software allows the pro-
gramming of loops. For a loop two parameters have to be set:

= The step number to which the program should return (Go To)
= The number of repetitions (Cycles)

1. To program a loop, select the last step of the loop and enter the step number to
which the program should return in the Go To input field (see Fig. 28).
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2. To define the number of repetitions, enter a number in the Cycles field
(see Fig. 28).

For example, to program the loop for the following protocol, select step 4 and enter the
value 2 in the Go To input field and the value 35 in the Cycles input field.

Block Temp. Hold Time

Loops Step ({°C) {h:mm:ss)

GoTo Cycles

0:0E5:00

Fig. 29  PCR program with a loop

In this example, the device first executes steps 1 to 4, then repeats step 2 to step 4 for
34 times, performs the final extension at 72°C and holds the temperature indefinitely at
16°Cin the last step.

7.6.1.2 Programming a temperature increment

For some applications, for example touch down PCR, temperature increments are used.
The target temperature is increased or decreased in each cycle by the set value.

= To program a temperature increment, touch the AT button (see Fig. 28) and enter a
value between +20°C and -20°C in the corresponding input field.

Temperature increment (AT)

Note: Programmed temperature increments only become active if they are in loops. If a

temperature increment has been programmed, the small symbol AT] will be shown at
the corresponding step in the graphical programming mode.

7.6.1.3 Programming a time increment

For some applications, for example long range PCR, time increments are used. The time
is increased in each cycle by the set value.

= To program a time increment, touch the At button (see Fig. 28) and enter a value
between 0 s and 240 s in the corresponding input field.
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Time increment (At) g

Note: Time increments only become active if they are in loops. If a time increment has

been programmed, the small symbol B /il be shown at the corresponding step in the
graphical programming mode.

7.6.1.4 Adjusting the ramp rate

The average ramp rate can be adjusted for each step. This adjustment can be useful if
PCR programs are transferred from slower devices to the Biometra TAdvanced or for
special PCR applications, for example, telomerase PCR. The average ramp rate specifies
the speed at which the selected step is reached with.

= To adjust the ramp, press the following button (see Fig. 28):

Ramp rate (AR) g

®  Then enter a value between 0.1°C/s and max. in tenths of degree Celsius.

= |tis also possible that the entered ramp rate is applied to all steps in the PCR pro-
gram. For this the checkbox Apply Rampp Rate to all steps must be activated.

I:I Apply Ramp Rate to all steps

Note: The maximum average ramp rate depends on the sample block installed in the Bi-

ometra TAdvanced. If the ramp rate has been adjusted, the small symbol .‘ will be
shown at the corresponding step in the graphical programming mode.

7.6.1.5 Programming a gradient step

56

For Biometra TAdvanced monoblock models

Note: To be able to use the gradient function, the sample block needs to be gradient en-
abled.

The gradient function is most often used to optimize new primer pairs. A temperature
gradient is established across the sample block in the annealing step so that there are
different temperatures from column to column:
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1234567 89101112

I 6OmMmMmMmoOwm>

Fig. 30  Temperature gradient on a 96 well sample block

In a specific column all wells have the same temperature but the temperature differs
from column to column. The temperature gradient can be applied in both directions; the
highest temperature can be either in column 1 or column 12.

Sample replicates are distributed across the columns of the sample block and tested for
the temperature giving the optimal result. To program a gradient step press the follow-
ing key (see Fig. 28)

Gradient .

There are two options to program a gradient. To toggle between the two options, press
the corresponding button on the Biometra TAdvanced gradient programming screen
(see Fig. 31):

Linear Gradient Tool

Standard Gradient Program-
ming

To program a gradient using the Linear Gradient Tool, enter the desired annealing tem-
perature (Annealing Temp.) and define a temperature increment (Grad incr.) between
the individual columns of the sample block. The effective temperatures for all the other
columns are automatically calculated and displayed as a bar chart (see Fig. 31).

Note: The annealing temperature is set for a specific column in the sample block. For
example, the annealing temperature in a 96 well sample block corresponds to the tem-
perature in column 6. The column number is indicated in parenthesis next to the corre-
sponding input field (see Fig. 31).

When setting a positive increment, the temperature in column 1 is the lowest and the
temperature in column 12 is the highest. Use the minus button to enter a negative in-
crement. When a negative value is used, the temperature in column 1 is the highest and
the temperature in column 12 is the lowest.
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h:mm:ss

Grad. incr.: 1.0 °C

°C 51651352353154—15515605?0530533593595
Column 1 9 10 11 12

Fig. 31  Linear Gradient Tool screen (Biometra TAdvanced Mono)

To create a gradient using the standard gradient programming screen, enter a tempera-
ture for the first column and the last column in the sample block (see Fig. 32). The ef-
fective temperatures for all the other columns are automatically calculated and displayed
as a bar chart.

h:mm:ss

First Column:

Last Column:

°C 514—51652153III5405505605?0530539594596
Column 1 9 10 11 12

Fig. 32  Standard gradient programming screen (Biometra TAdvanced Mono)

For Biometra TAdvanced twinblock models

Note: To be able to use the gradient function, the sample block needs to be gradient en-
abled. For Biometra TAdvanced Twin 48 G this is the left block.

The gradient function is most often used to optimize new primer pairs. A temperature
gradient is established across the sample block in the annealing step so that there are
different temperatures from line to line:
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A BCDEF

Fig. 33  Temperature gradient on a 48 well sample block

In a specific line all wells have the same temperature but the temperature differs from
line to line. The temperature gradient can be applied in both directions; the highest
temperature can be either in line 1 or line 8.

Sample replicates are distributed across the lines of the sample block and tested for the
temperature giving the optimal result. To program a gradient step press the following
key (see Fig. 28)

Gradient

There are two options to program a gradient. To toggle between the two options, press
the corresponding button on the Biometra TAdvanced gradient programming screen
(see Fig. 31):

Linear Gradient Tool

Standard Gradient Program-
ming

To program a gradient using the Linear Gradient Tool, enter the desired annealing tem-
perature (Annealing Temp.) and define a temperature increment (Grad incr.) between
the individual lines of the sample block. The effective temperatures for all the other lines
are automatically calculated and displayed as a bar chart (see Fig. 34).

Note: The annealing temperature is set for a specific line in the sample block. For exam-
ple, the annealing temperature in a 48 well Twinblock corresponds to the temperature
in line 4. The line number is indicated in parenthesis next to the corresponding input
field (see Fig. 34). When setting a positive increment, the temperature in line 1 is the
lowest and the temperature in line 8 is the highest. Use the minus button to enter a
negative increment. When a negative value is used, the temperature in line 1 is the
highest and the temperature in line 8 is the lowest.
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Annealing Temp.: | 55.0 °C (Column 4) [Tin. [_
Grad. incr.: 1.0 °C

oG 5355335425505605635?25?5
Column 1

Fig. 34  Linear Gradient Tool screen (Biometra TAdvanced Twin)

To create a gradient using the standard gradient programming screen, enter a tempera-
ture for the first line and the last line in the sample block (see Fig. 35). The effective
temperatures for all the other lines are automatically calculated and displayed as a bar
chart.

First Column:

Last Column:

°C 50050?5195335625315936DD
Column 1

Fig. 35 Standard gradient programming screen (Biometra TAdvanced Twin)

Note: Programs with gradient steps can only be started on blocks with gradient func-
tion. Please note that for twinblock models only the left block (block 1) features the gra-
dient function. If you attempt to start a gradient program on a block without gradient
function, the following message appears:
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Start program

out of

program?

Fig. 36  Temperature gradient query

7.6.2 Direct programming of program parameters for a step

The Biometra TAdvanced software allows individual parameters (temperature, hold
time, loops, temperature and time increment, as well as the ramp rate) for a step to be
edited directly in the graphical or spreadsheet view.

To edit a parameter for a step, press directly on the cell for the program parameter in
the table (see Fig. 37).

User: Admin Block 1 25.05.2016 14:21
Name Estimated End Remain
Linear-grad-1c (

Block Temp. Hold Time

HOEE St (°c) (h:mm:ss)

Cycles AT(°C) At(s) AR(°C/s)

94.0

Fig.37  Spreadsheet program view

Parameter Spreadsheet view
Temperature (gradient) °C
Hold time h:mm:ss

Loops

Number of cycles

Temperature increment AT (°C)

ONCHONONCONC,

Time increment At (s)
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Ramp rate AR (°C/s) @

To edit program parameters in the graphical view, press the corresponding input field
for the parameter that you want to edit for the step (see Fig. 38).

Program options (loops, temperature and time increment, as well as the ramp rate)
must be activated using a button to the left of the graphical view (see Fig. 38). The loop
setting is predefined.

The activated program option below the graphical view can then be edited by pressing
the input field.

User: Admin 25.05.2016 13:20

Name: Linear-grad-1ic id: Preheat Lid:rT)n

Program Runtime: 01h 35m 47s
Step 1
IGoTo

—
©
—
o
-
=
=
o
£
@
o
£
o
2

Fig. 38  Graphical program view

Parameter Spreadsheet view
Temperature (gradient) °C input field
Hold time h:mm:ss input field

Loop counter option button
Temperature increment option button
Time increment option button

Ramp rate option button

QEE®®E|O

Input field for program option (loop counter
here)

When you press a cell in the spreadsheet view or an input field in the graphical view, a
small window opens in the middle of the screen with a keyboard (see Fig. 39).

This window allows you to enter the desired value for the parameter using the keyboard.
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User: Admin 25.05.2016 13:43

L ETTH Linear-grad-1 Step 2 (Temperature) Preheat Lid: |l On
Program Runtime: 01h 35

Block

94.0 °C

Loops Step AL(s) OR(°C/s)

Fig.39 Individual program parameter editing

If the sample block is gradient-enabled, you also have the option of programming a gra-
dient step.

To do this, when editing the temperature, press the Grad button.

Gradient

A gradient step can be programmed here (see Fig. 40).

User: Admin 06.04.2017 15:03

Step 3 (Gradient)

—
Annealing Temp.: | 55.0 | °C r;n. r;_

(Column 4) |- |8

Grad. incr.: 1.0 | °C

Fig. 40  Gradient view (Biometra TAdvanced Twin)
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7.7

7.8

7.9
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Inserting a step

To insert a step, select a program step on the Biometra TAdvanced spreadsheet or
graphical programming screen and press the Insert button.

- -

When you press the Insert button, the screen for editing program steps opens (see sec-
tion "Editing steps" p. 52). Enter the desired parameters for the new step.

Note: The new step will be inserted at the selected program step. If, for example, step 3
is selected, the new step will be inserted at position 3. The existing step 3 is not over-
written; instead step 3 and all the following steps are moved one position higher. This
means the existing step 3 becomes step 4, step 4 becomes step 5 and so on.

Note: If a new step is inserted in an existing loop, the number of steps within the loop
increases, whereas the number of cycles remains the same.

Deleting a step

To delete a step, select a program step on the Biometra TAdvanced spreadsheet or
graphical programming screen and press the Delete button.

Note: If a step is deleted, all the following steps will be moved one position lower. If, for
example, step 3 is deleted, step 4 will become step 3, step 5 will become step 4 and so
on.

Delete

Note: If a step is deleted in an existing loop, the number of steps within the loop de-
creases, whereas the number of cycles remains the same.

Saving the program

To save a program, press the Done button.

o -

On the Biometra TAdvanced spreadsheet or graphical programming screen. In the next
program overview screen (see Fig. 41), touch the corresponding buttons to select a user
directory and a program storage location.

If the number of user directories or programs is higher than the maximum number that
can be displayed in the list, the buttons above and below the list can be used to scroll up
and down.

Note: The user directory of the logged in user is automatically preselected.
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Note: If a new program is to be saved, the first free storage location in the directory of
the currently logged in user is automatically selected. However, the storage location can
be changed using the cursor keys above and below the lists. If the selected storage loca-
tion is already in use, the stored program will not be overwritten; instead this program
and all other following programs will be moved one position higher. The storage loca-
tion number for these programs will increase by +1 and the new program is saved at the
selected location.

User: Admin Copy[save programs 25.05.2016 13:45

Fig. 41  Program overview screen

There is also the option of selecting a user directory or a program location using the
quick select function.

Touch the icon above the user or program view (see Fig. 41).

Quick select function F A
Y |

An overview screen opens in which a maximum of 50 users or 50 user programs are dis-
played. If more than 50 users are saved, scroll through the user list using the cursor
keys. This is also true for more than 50 user programs (see Fig. 42).

-

Left

To select a user or program, press the corresponding button with the user or program
name. The user or the program will be selected and the program overview screen (see
Fig. 41) appears again.
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r: r_ Next

Fig. 42  Quick selection screen

Before saving the program there is still the possibility of changing the program name.

To do this, press the Save as button and enter the new program name using the Bi-
ometra TAdvanced keyboard (see section "Assigning program names" p. 51).

After selecting the user directory and the storage location and possibly changing the
program name, press the Save button on the Biometra TAdvanced program overview
screen (see Fig. 41) to save the program.

Save
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8  Starting, coping and deleting programs

8.1  Starting a program

Note: Programs can only be started by users with the right Start/stop programs acti-
vated (see section "Editing user settings" p. 102). Additionally the right Read all pro-
grams defines, if a user is allowed to read all programs or if the access is limited to own
programs. A user who is not allowed to read all programs cannot start programs of oth-
ers even if the right Start/stop programs is activated.

Enable a user to start
or stop programs Start/stop programs

Enable a user to read
all programs of other
users

Read programs of

other users

The Biometra TAdvanced software offers a quick start function for previously started
programs (see section "Quick start function" p. 39).

This section describes the process of selecting and starting stored programs from a user
account. To select a program to be started, press the Programs button on the Biometra
TAdvanced home screen (see section "Home screen" p. 37).

Programs

The program overview screen opens with the directory of the logged in user preselected
(see Fig. 43).

User: Admin Program overview 25.05.2016 13:23

Heinz

Fig. 43  Program overview screen
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Touch the corresponding buttons to select a user directory and a stored program. If the
number of user directories or programs is higher than the maximum number that can be
displayed in the list, the buttons above and below the lists can be used to scroll up and
down.

There is also the option of selecting a user directory or a program location using the
quick select function.

For the selected program a preview opens with general information on the program and
the steps listed in a table (see Fig. 44). The program preview can be used to check the
program before it is started. To start the selected program, press the Start button.

Start

User: Admin Program overview 25.05.2016 13:50

User R A Programs

R A
K N (9 users)

h:mm:ss

0:05:00

Fig. 44  Program overview screen with preview

For twinblock models select the sample block to start and confirm your selection. The
program will be started on the selected sample blocks.
I--

I

Start program

Please select block to start:

|:| Block 1

|:| Block 2

Fig. 45 Twinblock selection query
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8.2  Copying a program

Note: Users can only copy and save their own programs when the right Write/delete
own programs is activated. Programs of others can be copied and saved with the right
Write/delete all programs activated (see section "Editing user settings" p. 102).

Enable a user to copy and save own
programs

Write /delete
oOwWn programs

Enable a user to copy and save all pro-
grams of other users

Write/delete programs
of other users

To copy a program, touch the corresponding buttons to select a user directory and a pro-
gram on the Biometra TAdvanced program overview screen (see Fig. 43 p. 67). If the
number of user directories or programs is higher than the maximum number that can be
displayed in the list, the buttons above and below the lists can be used to scroll up and
down. To copy the selected program, press the Copy button.

- -

Touch the corresponding buttons to select a user directory and a storage location on the
Biometra TAdvanced program overview screen (see Fig. 46). The program to be copied
is highlighted in green. If the number of user directories or programs is higher than the
maximum number that can be displayed in the list, the buttons above and below the
lists can be used to scroll up and down. To save the selected program, press the Save
button.

- .

Note: If the selected storage location is already in use, the stored program will not be
overwritten; instead this program and all other following programs will be moved one
position higher. The storage location number for these programs will increase by +1 and
the new program is saved at the selected location.
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User: Admin Copy/save programs 25.05.2016 13:51

Fig. 46  Program overview screen

8.3  Copying all programs

Note: Users can only copy and save their own programs when the right Write/delete
own programs is activated. Programs of others can be copied and saved with the right
Write/delete all programs activated (see section "Editing user settings" p. 102).

Enable a user to copy and save own
programs

Write /delete
OWn programs

Enable a user to copy and save all pro-

Write/delete programs
of other users

grams of other users

To copy all programs, touch the corresponding button to select a user directory on the
Biometra TAdvanced program overview screen (see Fig. 43 p. 67). If the number of user
directories or programs is higher than the maximum number that can be displayed in
the list, the buttons above and below the lists can be used to scroll up and down. To
copy all the programs, press the Copy all button.

o -

Touch the corresponding button to select a user directory on the Biometra TAdvanced
program overview screen (see Fig. 46 p. 70). If the number of user directories or pro-
grams is higher than the maximum number that can be displayed in the list, the buttons
above and below the lists can be used to scroll up and down. To save the programs,
press the Save button.

- -
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Note: The programs will be copied into the selected user directory beginning at the first
free storage location.

User: Admin Copy/save programs 25.05.2016 13:52

{9 users)

Fig. 47  Program overview screen

8.4  Deleting a program

Note: Users can only delete their own programs when the right Write/delete own pro-
grams is activated. Programs of others can be deleted with the right Write/delete all
programs activated (see section "Editing user settings" p. 102).

Enable a user to delete own programs .
prog Write fdelete

owWn programs

Enable a user to copy and save all pro-
grams of other users

Write/delete programs
of other users

To delete a program, touch the corresponding buttons to select a user directory and a
program on the Biometra TAdvanced program overview screen (see Fig. 43 p. 67). If the
number of user directories or programs is higher than the maximum number that can be
displayed in the list, the buttons above and below the lists can be used to scroll up and
down. To delete the selected program, press the Delete button.

- !

Confirm the confirmation prompt to delete the program.
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Delete program

Do you want to delete the program ?

Fig. 48  Confirmation prompt

Note: If a program is deleted, all the following programs will be moved one storage loca-
tion lower. The storage location number for these programs will decrease by -1.

8.5 Deleting all programs

Note: Users can only delete their own programs when the right Write/delete own pro-
grams is activated. Programs of others can be deleted with the right Write/delete all
programs activated (see section "Editing user settings" p. 102).

Enabl to delet: .
nable a user to delete own programs write/delete

owWn programs

Enable a user to copy and save all pro-
grams of other users

Write /delete programs
of other users

To delete all programs, touch the corresponding buttons to select a user directory on the
Biometra TAdvanced program overview screen (see Fig. 43 p. 67). If the number of user
directories is higher than the maximum number that can be displayed in the list, the
buttons above and below the lists can be used to scroll up and down. To delete the pro-
grams, press Delete all.

Delete all E

Confirm the confirmation prompt to delete the programs.
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Delete all programs

Do you want to delete all programs

from the chosen user?

Fig. 49  Confirmation prompt
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9 Running, pausing, continuing and stopping programs

Biometra TAdvanced Twin  To switch the display of the sample blocks during a run press the button with the num-
ber of the corresponding sample block.

Sample block 1

Sample block 2

9.1 Display during a run

After a program has been started (see section "Starting a program" p. 67) the Biometra
TAdvanced software can display the currently running program in a spreadsheet or
graphical view. In addition, the curve of the gradient can be displayed in gradient steps.
Use the following buttons to toggle between the different views.

Graphical view
Spreadsheet view

Gradient view

Biometra TAdvanced User: Admin Block 1 25.05.2016 14:18
Mono Name Estimated End Remain. Time  Block Temp.

Linear-grad-1

Temperature [°C]

Fig. 50  Graphical view
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User: Admin 25.05.2016 14:19

Name Estimated End  Remain. Block Temp.

Loops Step (Elherebe ez 0. | (Rl Tl GoTo Cycles AT(°C) At(s) OR(°C/s) IE 5

(°C) (h:mm:ss)

Fig. 51  Spreadsheet view

User: Admin Block 1 25.05.2016 14:20

Name timated End  Remai e

1

“C 51.6 51.8 52.3 53.1 54.1 55.1 56.0 57.0 58.0 58.8 59.3 59.5
Column 1 2 : 10 11 12

Fig. 52  Display during the run in a graphical, spreadsheet and gradient view
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Biometra TAdvanced Twin User: Admin
Name Estimated End

=
e
g,

[

2

=
[
£

o

o

g

E

o
=

Fig. 53  Graphical view

User: Admin Block 1

Name i Remain. Time  Block Temp.

Block Temp. Hold Time
(°C) (h:mm:ss)

Fig. 54  Spreadsheet view
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User: Admin 25.05.2016 14:20
Estimated End Remain. Time  Block Temp.

15:37:58 01h 17m 28 50.0456.0°C

°C 500507519538562581593600
Column 1

Fig. 55 Display during the run in a graphical, spreadsheet and gradient view

The following parameters are summarized in the headline in the table:
= Program name

= Sample block temperature

®  Fstimated end

= Heated lid temperature

®  Remaining runtime

®  Sequential number of working step

If the heated lid is set to preheating On (see section "Preheating the heated lid" p. 52),
during the preheating of the heated lid the word "Preheat" will be displayed in the Step
field in the table. After the heated lid has reached the target temperature and the 40s
equilibration phase has passed, the first program step starts. During the program run,
the current step is highlighted in yellow in the graphical and spreadsheet view. In the
graphical view, each step is divided into a heating phase and a hold time and both parts
are highlighted separately. Time and temperature increments and ramp rate adjust-
ments cannot be shown in the graphical view. Instead the symbols AT, At or ! are dis-
played (see section "Programming modes" p. 47).

If it is a gradient program, Grad is also displayed in brackets in the Name field after the
program name (for example see Fig. 52).

During a gradient step, the temperatures present in each individual column in the sam-
ple block can be checked in the gradient display.

9.2 Pausing a program

To pause a program, press the Pause button on the Biometra TAdvanced run display
screen (see Fig. 52 p. 47).
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Pause

The word "Pause" is shown and the pause time is counted in the Remain. Time field.

Biometra TAdvanced User: Admin Block 1 25.05.2016 14:21

Mono Name nated End  Remai

01h 1

Block Temp. Hold Time

e S (°C) (h:mm:ss)

GoTo Cycles AT{"C) At{s) HR{PC/S)

=

Fig. 56  Spreadsheet view

User: Admin Block 1 25.05.2016 14:21

MName imated End  Remai ime  Block Temp.

Temperature [°C]

Fig. 57  Display screen during a program pause (graphical view)
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User: Admin Block 1 25.05.2016 14:21

Name imated End Remai Block Temp.

Block Temp. Hold Time
(°C) (h:mm:ss)

—
GoTo Cycles AT(°C) At(s) AR(°C/s) E—

Fig. 58  Spreadsheet view

User: Admin Block 1 25.05.2016 14:21
Name Estimated End Remain. Time

@
=]

=]
=]

40

Temperature [°C]
N
(=]

Fig. 59  Display screen during a program pause (graphical view)

Note: Pressing the Pause button requires manual interaction. The Biometra TAdvanced
software also allows pauses to be programmed (see section "Editing steps" p. 52), then
the pause step is automatically started by the device.

Note: If the device is switched off during a pause step, this will be recognized as a power
failure (a corresponding error message is written to the run log file). If, for example, the
last step in a program is a pause, the program has to be stopped by pressing the Stop
button (see section "Stopping the program" p. 80), before switching off the Biometra
TAdvanced.
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9.3  Continuing the program

To continue a paused program, press the Continue button on the Biometra TAdvanced
run display screen (see Fig. 57 p. 78).

Continue -

The Biometra TAdvanced will continue the program from exactly the point at which it
was paused.

9.4  Skipping a step

To skip a program step, press the Skip button on the Biometra TAdvanced run display
screen (see Fig. 52 p. 75).

Skip -

The Biometra TAdvanced will continue with the next program step and skip the current
step.

9.5 Stopping the program

Note: Programs can only be stopped by users with the right Start/stop programs acti-
vated (see section "Editing user settings" p. 102).

Enable a user to stop
programs Start/stop programs

To stop a program, press the Stop program button on the Biometra TAdvanced run dis-
play screen (see Fig. 52).

Stop program -

Confirm the confirmation prompt to stop the current program:
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Stop program

Do you want to stop the current

program??

Fig. 60  Confirmation prompt

After confirmation of the confirmation prompt the Biometra TAdvanced stops the cur-
rent program.

Biometra TAdvanced Twin  If two sample blocks are running the Biometra TAdvanced offers the option to stop only
one block or to stop both blocks simultaneously. Therefore, press the following button:

—
block Stop g

Activate the corresponding checkboxes to select the sample blocks to stop.

Stop program

Please select block to stop:

|:| Block 1

Fig. 61  Twinblock selection query

Confirm the confirmation prompt to stop the current program:

Stop program

Do you want to stop the current

program-?

Fig. 62  Confirmation prompt

After confirmation of the confirmation prompt the Biometra TAdvanced stops the pro-
gram on the selected blocks.
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10 Protocol Wizard

The protocol wizard is a helpful tool for automatic creation of PCR programs and primer
annealing temperature calculation. To start the protocol wizard press the following but-
ton in the Biometra TAdvanced home screen (see section "Home screen" p. 37):

Protocol Wizard -

10.1 Select Polymerase

The protocol wizard uses polymerase-specific program templates to create PCR pro-
grams. Program templates for up to 8 polymerases can be stored by the TAdvanced soft-
ware.

User: Admin Select polymerase 22.12.2014 11:09

Polymerase
{0 in directory)
Progqram information
InnuTaqg NE M J

Fig. 63  Select polymerase screen

Pre-installed in the software is the program template for Analytik Jena Innupure poly-
merases. To create a PCR program select a polymerase from the list and press the Next
button.

- -

In the next screen (see section "Enter a new polymerase or edit a polymerase" p. 83) en-
ter values for the requested parameters to continue with the automatic program crea-
tion.
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10.2 Enter a new polymerase or edit a polymerase
To enter program templates for new polymerases or to edit preset program templates
for polymerases press the corresponding button:

New polymerase

Edit polymerase

b

In the next screen (see Fig. 64) touch the corresponding input boxes to enter a name for
the polymerase and set parameters for all requested program steps. With two excep-
tions for most program steps the temperature and the hold time must be defined:

= The temperature for the annealing step depends on the calculated primer melting
temperature (Tm value) and has to be set individually for each primer pair (see sec-
tion "Primer Annealing Temperature Calculator' p. 87).

= The hold time for the elongation step becomes calculated by the expected product
length.

The corresponding input boxes for the annealing temperature and elongation time are
shown in grey and cannot be activated.

User: Admin Edit polymerase 22.12.2014 12:56

LETLER InnuTaq |

Temperature Holdtime
(h:mm:ss)

Initial denaturation
Denaturation
Annaaling
Elongation
Final elongasion

Final starage

Fig. 64  Edit polymerase screen

After creating the program template for a new polymerase or editing the program tem-
plate of a polymerase press the done button.

In the next screen (see Fig. 65) touch the corresponding button to select a storage place
for the program template (polymerase). If the number of polymerases exceeds the
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number of polymerases than can be displayed in the list, the cursor key function above
and below the polymerase list can be used to scroll up and down.

User: Admin Select polymerase 22.12.2014 13:25

Polymerase
{0 in directory)

q

Fig. 65  Select polymerase screen

Note: If a new or edited polymerase is to be saved, the first free storage place in the pol-
ymerase list is pre-selected. However, the storage place can be modified by using the
cursor key function above and below the list.

To save the new or edited polymerase press the save button.

o g

Note: If the selected storage place is already in use, the stored polymerase will be over-
written. Confirm the security query to overwrite the existing polymerase:

Overwrite polymerase

Do you want to overwrite the polymerase

InnuTaq?

Fig. 66  Security query

10.3 Delete a polymerase
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To delete a polymerase press the delete button.
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Protocol Wizard

—
Delete Polymerase g

Note: The Template InnuTaq cannot be deleted.

10.4 Protocol Wizard parameter screen

For gradient enabled TAd-
vanced models

For automatic calculation of PCR programs in the protocol wizard parameter screen (see
Fig. 67) some parameters have to be set by the user:

1.

Delete Polymerase

Touch the corresponding checkbox to select between two step and three step pro-
grams.

Note: The protocol wizard offers to create two step or three step PCR programs. A

three step program consists of separated steps for denaturation, annealing and ex-
tension. In a two-step program the annealing and extension steps are combined to
one single step. In consequence for a three step protocol different temperatures for
the annealing and extension steps are used and for a two-step program the primer
annealing temperature T, (see below) is used for the annealing and extension step.

Enter the PCR product length.

Note: The product length is used by the software to calculate the elongation time.
The software uses the following equation:

Elongation time s = product length bases/1000 bases*60 s
For very short products the minimum elongation time is set to 6 s.
Enter the primer annealing temperature

Note: In general the annealing temperature (T,) should be set approximately 5 °C
below the calculated mean primer pair melting temperature (Tm). The theoretical T,
value can also be calculated by the Biometra TAdvanced protocol wizard ("Primer An-
nealing Temperature Calculator' p. 87).

Enter the number of cycles.

Optional: To define a temperature gradient for the annealing step press the Grad
button.

An additional input box Grad. incr. opens. Set the value for the temperature gradient
increment. For more information on the gradient temperature increment see section
"Editing steps" p. 52.

6. To set the parameters touch the corresponding field in the protocol wizard parame-

ter screen and enter the desired values.
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User: Admin Protocol Wizard 22.12.2014 16:26

Enzyme: InnuTaq

PCR method: |:| Two step Three step

Product length: bp
Primer annealing temp.: oC
{Ta=Tm - 5°C)

Amplification cycles: X
Grad. incr.: e

=1=

Fig. 67  Protocol wizard parameter screen

7. After setting all program parameters press the Next button.

- g

The next screen lists the all steps of the program that will be created by the software:

User: Admin Yiew parameter 22.12.2014 16:27

Enzyme: InnuTaq

Temperature Holdtime
[°C] (h:mm:ss)

Initial denaturation 95.0
Denaturation

annealing

Elongasion

Fig. 68  Protocol wizard view parameter screen

Press the create program button to enter the TAdvanced programming screen (see sec-
tion "Creating, editing and saving programs" p. 47). In the programming screen the pro-
gram is displayed in graphical or spreadsheet mode and can be edited. To save the pro-
gram created by the protocol wizard follow the instructions in section "Saving the pro-
gram' p. 64.
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Protocol Wizard

Create program E

Note: Programs have to be saved before they can be started. If the program has been
created but should not be saved confirm the following security query to discard the pro-
gram:

Leave protocol wizard

Do you want to leave the protocol

wizard?

Fig. 69  Security query

10.5 Primer Annealing Temperature Calculator

Based on the primer sequences the Biometra TAdvanced protocol wizard can calculate
the theoretical primer annealing temperature (T,). Press the Calc T, button in the TAd-
vanced protocol wizard parameter screen (see Fig. 67 p. 86) to access the primer an-
nealing temperature calculator screen (see Fig. 70).

Calc T,

In the annealing temperature calculator screen enter the sequences for the forward and
reverse primer using the button below the input fields. The sequence length is counted
by the software and displayed in brackets left to the input fields.
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User: Admin Edit primer 23.12.2014 10:00

Forward primer (25 nt): GCA CGT GCA ACG GTT CCA ACG GGC C|

Reverse primer (26 nt): ACG TTC ACC GGG TTT CCA GGG AAT TG

BEEEEREEE

Forward Tm: 69.3 °C
Reverse Tm: 63.6 °C
Average Tm:

Annealing temp Ta:

Fig. 70  Primer annealing temperature calculator screen

To adjust the primer or salt concentration press the Edit concentration button.

——
Edit concentration :

In the next screen the primer concentration, salt concentration and magnesium concen-
tration can be adjusted. Touch the corresponding input field and enter values using the
keypad. The concentrations have the following default values and ranges:

Function Default value Range

Primer concentration 200 nmol/I (nM) 0-2.000 nmol/I
Salt concentration 50 mmol/l (mM) 0-200 mmol/I
Magnesium concentration 0 mmol/l (mM) 0-200 mmol/I
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User: Admin Edit concentration 23.12.2014 10:01

Primer concentration nM
Salt concentration: mM
Magnesium concentration: |:| mM

Forward Tm: 69.3 °C
Reverse Tm: 63.6 °C
Average Tm: 66.4 °C

Annealing temp Ta:

Fig. 71  Edit primer concentration screen

Press the Edit primer button to toggle to the primer annealing temperature calculator
screen (see Fig. 70) or press the Calc. primer button to calculate the theoretical primer
annealing temperature (Ta).

Edit Primer

Calc. primer

The calculated values for the forward primer melting temperature (Tm), reverse primer
melting temperature (Tm), mean primer melting temperature (Tm) and calculated an-
nealing temperature (T,) are displayed.

Press the Save temp. button to transfer the calculated primer annealing temperature to
the protocol wizard (see Fig. 67 p. 86). The calculated T, value will be displayed in the
input box for the primer annealing temperature.

Save temp.

Press the Info button to get information on the algorithms used for annealing tempera-
ture calculations.

Info

For short sequences of 14 nucleotides or less the software calculates the primer anneal-
ing temperature (T,) based on the primer Tr, values as follows:

1. For each primer the melting temperature is calculated using the following equation
according to Wallace et al. (1):

T = (WA +X*T)*2) + ((y*G + 2°C)*4)
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Where w, x, y and z are the number of the bases A, T, G and Cin the primer se-
quence, respectively.

2. The average Tm value is calculated from the T, values for both primer sequences.

3. The annealing temperature T, is calculated based on the average Trm value by apply-
ing the following rules:

= [f the difference between the primer T, values is 4 °C or less, the T, is calculated
as the average Tr, value minus 5 °C.

= [f the difference between the primer Trm values is higher than 4 °C, the T, is cal-
culated as the lower Tn value plus 2 °C.

For long primer sequences of 15 nucleotides or more the software calculates the primer
annealing temperature (T,) based on the nearest neighbor method according to Santa-
Lucia (2) and von Ahsen et al. (3).

1 Wallace et al., Nucleic Acids Res. 6, 3543, 1979
2 Santalucia, Proc Natl Acad Sci US A. 1998 Feb 17;95(4):1460-5
3 von Ahsen et al., Clin Chem. 1999 Dec;45(12):2094-101
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11 Tools

The Biometra TAdvanced software provides the following tools:

Settings Defines basic device settings See section "Configuration" p. 91
User Management Tool for user management See section "User management" p. 99
Documentation Access to stored log files See section "Documentation” p. 105
Self Test Executes the extended self-test See section "Extended self-test"p. 111
Service info file Creates service info files (SINF) See section "Service info file (SINF)"
p. 114

Backup Saves all folders, programs, users and user rights to See section "Backup"p. 114

usB
Cycler Info General information on the device See section "Cycler Info"p. 115
Contact Biometra contact data See section "Contact"p. 116

User: Admin 25.05.2016 14:23

|

Fig. 72 Tools screen

Press the corresponding button to access the desired function.

11.1 Configuration

Note: System settings can only be modified by users with the right System configura-
tion activated (see section "Editing user settings" p. 102). The system configuration af-
fects all functions listed below expect of the user management.

Enable a user to configure the system
configuration System configuration
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The Biometra TAdvanced software offers the following setting options:

Date and time Sets the date and time See section "Setting the date and time"
p. 92
Automatic user logout Switches automatic user logout on or off and ~ See section "Automatic user logout"
time settings p. 93
Beeper Switches the beeper on or off See section "Configuring the beeper"
p. 94
Network Defines network settings See section "Network" p. 95
Display brightness Adjusts the display brightness See section "Display brightness" p. 97
Touch screen calibration Calibrates the touchscreen See section "Screen calibration" p. 98
Factory settings Resets all the settings See section "Factory settings" p. 98

User: Admin Settings 25.05.2016 14:23

Fig. 73  Settings screen

Press the corresponding button to access the desired function.

11.1.1 Setting the date and time

The Biometra TAdvanced software allows the user to set the date and time. The date
has the format day:month:year and the time the format hours:minutes:seconds.
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User: Admin Set time and date 25.05.2016 14:42

Date

25 DD > MM 16 |YY

Time

14 |hh 42 mm 15 ss

Fig. 74  Date and time entry screen

Activate the corresponding input field and use the keypad on the right side of the date
and time entry screen to enter digits. The following buttons may also be helpful when
completing the fields:

Delete single character
Delete all characters

Go to the next input field

Note: The following buttons are inactive on the date and time entry screen and cannot
be used:

11.1.2 Automatic user logout

Note: The automatic user logout can only be configured by users with the right System
configuration activated (see section "Editing user settings" p. 102).

Enable a user to configure the system
configuration System configuration

The Biometra TAdvanced features an automatic user logout function. The automatic
user logout can be switched On or Off by using the corresponding button:
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Automatic logout On

Automatic logout Off m

If automatic user logout is switched on, the time after which the user is logged out from
the system can be set. You can enter values between 30 and 60 minutes.

User: Admin Automatic user logout settings 25.05.2016 14:43

Automatic user logout

r_On Logout after: 30 |(30-60min)

Fig. 75  Automatic user logout screen

Note: The standard setting is automatic user logout Off.

Note: The following buttons are inactive on the automatic user logout screen and can-
not be used:

=1
=
|

11.1.3 Configuring the beeper

Note: The beeper can only be configured by users with the right System configuration
activated (see section "Editing user settings" p. 102).

Enable a user to configure the system
configuration System configuration

The Biometra TAdvanced has a beeper which, if switched on, will issue an acoustic sig-
nal when a PCR program is finished. The beeper can be switched ON or OFF by activat-
ing the corresponding checkbox.
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11.1.4 Network

Network settings

Tools

User: Admin Configure Beep 25.05.2016 14:43

Beeper

|:| on
off

Fig. 76  Beeper configuration screen

The Network menu item can be used to configure basic settings or show a list of net-
work users. Press the corresponding button

Network settings

£

Network user

Note: The network settings can only be configured by users with the right System con-
figuration activated (see section "Editing user settings" p. 102).

Enable a user to configure the system
configuration System configuration

The Biometra TAdvanced can handle static and dynamic IP addresses. Activate the cor-
responding checkbox to choose between dynamic (DHCP) and static IP address manage-
ment.

If DHCP (Fig. 78) is activated, the device automatically receives the network configura-
tion settings. If the static checkbox is activated, you can enter the IP address and the
subnet mask using the keypad on the right side of the screen.

The port number can entered manually in both setting types (static and DHCP).

The following buttons may be helpful when completing the fields:

Delete single character

Delete all characters

e
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Go to the next input field

g

User: Admin Network settings 25.05.2016 14:45

Cycler name: Cycler 2

IP settings: .Assign IP address automatically (DHCP)

e ]

IP Address: | p |
Subnet Mask: | 0 |

Port:

1

Fig. 77  Network settings screen, IP settings via static

User: Admin Network settings 08.11.2017 14:18

Cycler name: Dauert3

IP settings: Assign IP address automatically (DHCP)

|:| Static %
IP Address: n n —

Subnet Mask:

Port: 55555 |

Fig. 78  Network settings screen, IP settings via DHCP

Note: The network cable must be at least performance class Cat 5e and the cable config-
uration has to be STP.

Network users The software stores the users who access the Biometra TAdvanced via the network and
lists them in chronological order in a table. The function makes it possible to check if
only authorized persons have network access to the device.

PCR control App The app is available for iOS (Apple App Store) and Android (Google Play Store) driven
systems.

The PCR Control App offers the following functions:

96



Biometra TAdvanced Tools

= Live monitoring of PCR runs on network-integrated thermal cyclers- Starting and
stopping PCR protocols are stored on the thermal cycler

®  Notification system for monitoring status changes on selected blocks of a thermal cy-
cler

m  Store PCR protocols on the terminal. This can be stored on a PC using a USB stick
®  Copy PCR protocols from the terminal to a selected thermal cycler
®  Read device-specific parameters

®  Read out thermal cycler error messages

11.1.5 Display brightness

Note: The display settings can only be edited by users with the right System configura-
tion activated (see section "Editing user settings" p. 102).

Enable a user to configure the system
configuration System configuration

The display brightness can be adjusted to the local light conditions. To adjust the display
brightness, use the corresponding buttons or the slider:

Darker

Brighter

#

User: Admin Set display brightness 25.05.2016 14:47

Bright

Fig. 79  Display brightness adjustment screen
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11.1.6 Screen calibration

Note: The touch screen can only be calibrated by users with the right System configura-
tion activated (see section "Editing user settings" p. 102).

Enable a user to configure the system
configuration System confiquration

To calibrate the screen, follow the instructions and touch the screen at the center of the
displayed circle. This procedure is repeated three times at different positions on the dis-
play. If, at the end of the procedure, a small cross is shown within the large circle, the
calibration was successful.

_O_ Touch here
I {upper left position)

Touchscreen calibration
Please touch the screen
at the center of the ring.

Fig. 80 Calibration screen

11.1.7 Factory settings

Note: Factory settings can only be reset by users with the right System configuration
activated (see section "Editing user settings" p. 102).

Enable a user to configure the system
configuration System configuration

Press the Factory settings button and confirm the following confirmation prompt:
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Factory settings

Do you want to reset to factory

settings?

{Warning: All users and programs

will be deleted!)

~ (=«

Fig.81  Confirmation prompt

Using the factory settings tool will delete all users and programs! Use a backup file to re-
store the system (see section "Backup" p. 114).

11.2 User management

The Biometra TAdvanced can manage up to 90 user directories. User management al-
lows new users to be created and user rights to be set. User management is a complex
tool. Please observe the following guidelines:

1. The factory setting for the administrator password is Admin. Please change the
password after switching on user management to protect the system from unwanted
modifications.

2. Use the backup function to create backup files. Backup files can be used to restore a
system or to synchronize the memory contents of Biometra TAdvanced thermal cy-
clers.

3. Do not switch off the user management if you are not absolutely sure. All rights set-
tings will get lost and can only be restored if a backup file is available.

The user management can be switched on or off. To set the user management on or off
press the User Management button in the Biometra TAdvanced user management
screen (see Fig. 82).

User Management On/Off E

Note: The User Management button is only available for the user group Administrator.
Only an administrator can switch on or off the Biometra TAdvanced user management.
Also with the user management switched off the administrator Admin has to log in.
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User: Mike User Management 05.05.2017 13:45

Username Initials Group

II

i“ Ij rrli rli ) t - t -

Fig. 82  User management screen

In the next screen activate the corresponding checkbox to configure the Biometra TAd-
vanced user management:

User: Admin Configure user management 24.06.2014 13:47

User management

|:| Oon
[Jos

Fig. 83  Configure user management screen

If the user management is switched off, all new users have all rights and can access all
software functions.

With the user management switched on, the Biometra TAdvanced Thermal Cycler sup-
ports 3 different user groups with pre-defined rights:

Administrator User with generic User with limited
rights rights
System configuration X
Edit user X
Create user x* x*
Delete user X
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Write/delete all pro- X

grams

Write/delete own pro- X X

grams

Read all programs X X X
Start/stop programs X X X
Show your own pro- X X X

grams to other users

* An administrator can create users of all groups and modify their rights settings. A user
with generic rights is only allowed to create users with generic or limited rights but no
administrator. In addition, the user with generic rights cannot modify the rights settings
of other users.

The settings for each user can be modified by the administrator and will be stored by the
Biometra TAdvanced software.

Note: If the user management is switched off, user accounts and programs are not pro-
tected and can be modified or deleted by all users.

Available users are listed on the Biometra TAdvanced user management screen (see Fig.
82) sorted by the date and time of the last login and the username, the initials and the
group assignment are shown. Depending on the settings a user can be grouped as:

= Administrator ®  User with limited rights
®  User with generic rights ®  User defined

If more than 8 users have been created, you can use the cursor keys to navigate through
the table with the list of users (see Fig. 82).

- =
=

To select a user, press on the corresponding row in the table.

11.2.1 Creating a user

Note: New users can only be created by users with the right Create User activated.

Enable a user to create a new user
Create user

An administrator can create users of all groups and modify their rights settings. A user
with generic rights is only allowed to create users with generic or limited rights but no
administrator. In addition, the user with generic rights cannot modify the rights settings
of other users.

To create a new user, press the New User button.
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New user i

In the next screen enter the using the Biometra TAdvanced keyboard (see section "Key-
board" p. 28)

= Username (up to 13 characters or numbers)
m  |nitials (2 to 3 characters)
®m  Password (up to 13 characters, numbers or special characters)

®  Repeat password

Set the language by activating the corresponding checkbox.

% User properties

Username: |
Initials: |
Password (optional): |

Language: English

|:| German
|:| Chinese

Fig. 84  Create new user screen

Note: The password protection is optional. However, if no password is used, your ac-
count containing all of your programs might be modified or deleted by unauthorized
persons.

Note: The language setting is user specific. For each user the language setting is saved
by the device. The language setting can be changed during operation and the device
does not need to be switched off and rebooted.

11.2.2 Editing user settings

Note: User rights can only be edited by users with the right Edit User activated.

Enable a user to edit user rights
Edit user

To edit the user settings, select a user on the Biometra TAdvanced user management
screen (see Fig. 82 p. 100) and press the Edit User Account button.
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Edit User Account |—

On the next screen the user data and the language settings can be changed.

% User properties

Username: Admin

Initials: ADM

Password (optional): ***“:4'
Verify password: *****4'

Language: English
|:| German
|:| Chinese

Fig. 85 User data screen

Note: For the administrator Admin the user name and the initials ADM cannot be modi-
fied. It is recommended to change the password for the administrator Admin after the
first system start and to create a backup of the system. Folders, programs, users and
rights settings can be restored from a backup file.

To modify the user rights press the User properties button.

User properties o
In the next screen the user can be defined as:
m  Administrator
®  User with generic rights
®  User with limited rights

For each user group templates defining the user rights are available. However, the pre-
defined settings can be modified. You can activate or deactivate single rights. Activated
rights are highlighted blue, deactivated rights are shown in grey.

103



Tools

104

User templates:

User properties:

Fig. 86  User properties screen

Right

System configuration

Edit user

Create user

Delete user

Write/delete programs of
other users

Read all programs of other
users

Start/stop programs

Write/delete own pro-
grams

Show your own programs
to other users

User data [_=

Biometra TAdvanced

Function

Provides access to several system settings like date and time,
screen saver, beeper, network settings, display brightness,
touch screen calibration and factory settings

Allows to modify the user name, user initials, password, lan-
guage setting and user rights

Allows to create new user accounts. A user with generic rights
can only create generic or limited users and is not allowed to
modify the rights settings. An administrator is allowed to cre-
ate all user types and to modify the rights settings for each
user.

Allows to delete existing user accounts

Allows to edit/copy and delete all programs of all users

If inactive the access is limited to own programs. Programs of
others cannot be viewed (if a program cannot be viewed it also
cannot be edited or started by the user).

Allows to start or stop programs

Allows to edit/copy and delete own programs but not those of
other users.

Allows users to hide their own programs from other users.

Note: The settings for the administrator Admin cannot be changed. The administrator
always has all rights since at least one user needs to have all rights.

Press the User data button to go back to the user data screen (see Fig. 85 p. 103).

The settings for each user will be stored by the Biometra TAdvanced software and are
shown in the user management screen.
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11.2.3 Delete user

Tools

Note: User accounts can only be deleted by users with the right Delete User activated.

Enable a user to delete users
Delete user

To delete a user, select the user on the user management screen (see section "User man-
agement' p. 99) and press the Delete User Account button.

Note: The administrator Admin cannot be deleted because at least one user must be the
administrator of the Biometra TAdvanced.

Delete User Account

Confirm the confirmation prompt to delete the user:

Delete all programs

Do you want to delete all programs

from the chosen user?

Fig. 87  Confirmation prompt

After confirmation the user and all of his programs will be deleted.

11.3 Documentation

Run Log File
Power On Log File

Self Test Log File

Error Log File

The Biometra TAdvanced software provides the following documentation tools:

Documentation of PCR runs See section "Run log file" p. 106

Result of the latest initial self-test See section "Power On Logfile" p. 109

Result of the extended self-test See section "Extended self-test log file
p." 109

List of all the error messages detected by the device See section "Error log file" p. 110
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User: Admin Documentation 25.05.2016 15:07

Fig. 88 Documentation screen

Press the corresponding button to access the desired function.

The Biometra TAdvanced lists up to 24 run log files for the programs that were last
started.

User: Test Overview Run Log Files 25.05.2016 15:08

Time User Block Program Dir. Program No.
Three-step
Linear-grad-1c
Linear-grad-1c
Linear-grad-1c

Linear-grad-1c

Linear-grad-1c

Fig. 89  Run log file overview screen

The run log files are sorted by date and time. The run log file for the program that was
last started is shown at the first position in the table. The initials of the user who started
the program, the number of the sample block being used, the program name, the direc-
tory and the program number are also shown.
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If more than 6 run log files have been created, you can use the following cursor keys to
navigate through the table with the run log files (see Fig. 89).

Up

Down

To view the collected data, select a run log file by activating the corresponding row in
the table and press the View Run Log File button.

View Run Log File g

In the run log file screen the following information is listed:
= Name of the run log file ®  Cycler type

" |ogin time and date ®  Serial number of the Biometra TAd-
vanced thermal cycler

®  Start and end time of the program run ® Sample block type

®  Date of the program run ®  Block serial number
= Name of the vendor = Block number

m  Software version = Messages

®  Userinitials ® Cycler type

User: Mike Run Log File 05.05.2017 13:47

Run Log File: MI 01 Three-step

Log Time and Date: 13:46:02 05.05.2017

Start-Endtime/Date: 13:46:02 05.05.2017 - 13:46:15 05.05.2017
Company: Biometra GmbH

Software Version: T.50

User: MI

Cycler Type: Biometra TAdvanced Serial Number Cycler: Dauert3

Block Type: Twin 48 well Block Serial Number: 380BM-M5
Block: 1

Messages: Entries are available {(see under menu item 'Messages')

Fig. 90  Run log file screen

To view the corresponding program, press the View Program button.

View program
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The Biometra TAdvanced offers the option to show the program in graphical from or as
a spreadsheet (see section "Programming modes" p. 47). To toggle between the graph-
ical and spreadsheet view, use the buttons:

User: Test View program 25.05.2016 15:11

Name: Linear-grad-1c {(Grad) Num. of steps: 6 Lid: 99 °C Preheating: On
Block Type:Gradient 96 Program Runtime: 0lh 26m 31s

Graphical view

Spreadsheet view

+ (=] e ]
=] =] =]

Temperature [°C]
M
=]

Fig. 91  Program view screen

Use the buttons to toggle between the overview screen, the run log file screen and the
view program screen.

Overview Run Log Files

View Run Log File -

Show Program

To export all the saved run log files on USB, press the Save all Run Log Files on USB
button. To export a specific run log file, select a log file from the list on the run log file
overview screen (see Fig. 89 p. 106) and press the Save Run Log File on USB button.

Save all Run Log Files on USB

Save Run Log File on USB
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11.3.2 Power On Logfile

With each system start, the Biometra TAdvanced performs an initial self-test and stores
the results in a power on logfile.

In the power on logfile screen the following information is listed:
= Power-on by date and time

®  |ast power-on by date and time

® | ast power-down by date and time

®  Atable with a list of error messages by number, date, time, error code and message

User: Admin Power On Logfile 25.05.2016 15:11

Power On: 25.05.2016 14:14:54
Last Power On: 13.05.2016 04:04:00
Last Power Down: 13.05.2016 07:07:27

MNo. Date Time Error Message

Fig. 92  Power on log file screen

11.3.3 Extended self-test log file

During the extended self-test the Biometra TAdvanced checks several functions and

components like cooler, thermal tracking, heating and cooling rate, refrigeration, gradi-
ent, heated lid and regulation (see section "Extended self-test"p. 111). Press on the cor-
responding button to see the results for a specific test summarized in spreadsheet form.
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User: Admin Self Test Log File 25.05.2016 15:23

Tests

’ Cooler Therr_nal fleatyfeanl. Refrigerati. Gradient Heated Lid Regulation
tracking rate

Overview thermal tracking tests

MNo. Date Time Block Type Serial Number Block Test result

Fig. 93  Extended self-test log file screen

The test result can be Passed or Failed and is listed in the last row of the table for each
test.

11.3.4 Error log file

The Biometra TAdvanced records all errors by date and time. The latest error is shown at
the first position in the error table. The error code and the message are also listed.

User: Admin Error Log File 25.05.2016 15:24

Time Error Message

ed during a memar, Error values:

Fig. 94  Error log file screen
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11.4 Extended self-test

NOTICE

The Extended Self-Test must be performed under the following conditions to achieve re-
producible and meaningful results:

®  Ambient temperature in the range 20 °Cto 25 °C

= Mains voltage depending on the voltage type of the device: 100 V/115V/230V,
+10 % each

®  The device must be cooled to the ambient temperature of 20 “Cto 25 °C after the last
application.

During the extended self-test the Biometra TAdvanced checks several functions and

components:

Test Function

Cooler Incubates the sample block to 4°C and checks if the temperature
in the block is reached and can be held for a longer time.

Thermal tracking Checks the synchronism of the control circuits and if they work
together in a coordinated way.

Heating and cooling rate Checks if the specified average heating and cooling rate is
reached.

Refrigeration Checks if the heat sink and the fans are working properly to-
gether.

Gradient! Checks if the sample block reaches the set gradient tempera-
tures.

Heated lid Tests if the heated lid reaches the set temperature and can hold
it for a longer time.

Regulation Tests if the sample block is controlled properly.

! for gradient-capable models only

The Biometra TAdvanced software will automatically recommend at regular intervals to
carry out an extended self-test. Although it is not absolutely necessary to perform the
test, it is highly recommendable to follow the prompt and to let the device check itself.

Before starting the extended self-test, insert a microplate or, if applicable, two strips or
a row of tubes in the first and last row into the sample block (see Fig. 95). It is very im-
portant to load the sample block as described with plasticware because during the ex-
tended self-test the operation of the heated lid is tested and this test can only be carried
out with a correctly loaded sample block. The position of the plasticware in the block is
also very important to ensure optimal contact pressure and uniform horizontal align-
ment of the heated lid.
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96 well sample block (Biometra TAdvanced Mono) 48 well sample block (Bioemtra TAdvanced Twin)

Fig. 95 Sample block loaded with plasticware for the extended self-test

When the plasticware has been properly inserted and the heated lid is closed, the ex-
tended self-test can be started. To start the extended self-test press:

Start Self Test %

User: Admin Self Test 25.05.2016 15:26

Verify block performance with extended Self Test

Insert microplate or two lanes of tubes.

Begin test with closed, pressurized heated lid!

You cannot run programs during execution!

Fig. 96  Extended self-test screen

The software provides a progress overview during the extended self-test. When a test
has finished, the result Passed or Failed is displayed. For the currently running test, the
status Running is shown and all other tests for which no result is shown are not finished
yet.

Note: The extended self-test will take approx. 30 minutes. The device is blocked while
the test is running and no other program can be started. To stop the extended self-test,
press the Cancel Self Test button.
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Cancel Self Test

Tools

If the extended self-test is canceled, either no log file or an incomplete log file will be

created.

User: Admin

Cooler test:

Thermal tracking test:

Heating/Cooling rate test:

Refrigeration test:
Gradient test:
Heating lid test:

Regulation test:

Self Test

Block 1

Passed
Passed

Running

Fig. 97  Extended self-test overview screen (Biometra TAdvanced Mono)

User: Admin

Cooler test:

Thermal tracking test:

Heating/Cooling rate test:

Refrigeration test:

Gradient test:

Heating lid test:

Regulation test:

Self Test

Block 1 Block 2

Running Running

Mo gradient

Fig. 98  Extended self-test overview screen (Biometra TAdvanced Twin)

25.05.2016 15:14

06.04.2017 15:05

The results of the extended self-test are summarized in a log file, stored by the device
and can be viewed by the user (see section "Extended self-test log file" p. 109).
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11.5 Service info file (SINF)

The service info file is a helpful tool for remote fault diagnosis by the Biometra service
department.

User: Admin Create Service Info File 25.05.2016 15:27

For diagnosis by Biometra Service, create a Service Info File.

Insert the USB Flash Drive and press the "Info file to USB' button.

After successfully saving, send the file by email to Biometra.

Fig. 99  Service info file creation screen

To create a service info file, connect a USB stick to the Biometra TAdvanced and press
the Info File to USB button.

Info File to USB %

The service info file can be sent by e-mail to the Biometra service department. For con-
tact details, refer to the inside front cover.

11.6 Backup

The backup function is used to synchronize the memory contents between Biometra
TAdvanced thermal cyclers. With the backup all folders, programs, users and user set-
tings can be stored to USB and transferred to another Biometra thermal cycler of the
same type.
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User: Admin 25.05.2016 15:28

Time Name

BUP14.01.06_00:21:11

BUP21.03.16_

BUPOZ.05,16_

Fig. 100 Backup file screen

Connect a USB stick to the device and press the Save backup file button to create a
backup file.

Save backup file =

To load a backup file, select it in the list and press the Load backup file button.

Load backup file

Backup files that are no longer used can be deleted using the functions:

Delete all backup files -

Delete backup file

11.7 Cycler Information

The Cycler Info screen provides general information about the device like:

= (Cycler type ®  Revision number power board

= Company m  Software version power board

®  Serial number cycler m  Software version power board logic
= Block type ®  Revision number processor board

= Block serial number m  Software version processor board

®  Software version ®  Revision number 10
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m Protocol version m  Software version |0

The information is summarized in two screens. Press the System/Cycler Info button to
toggle between the two screens.

System/Cycler Info

m

== e

User: Admin Cycler Info 06.04.2017 15:04

Cycler Type: Biometra TAdvanced

Company: Biometra GmbH

Serial Number Cycler: Dauert3

Block Type: Twin 48G / 48

Block Serial Number: 380BM-M5

Software Version: 0380 - 0.75 - 0.84

Protocol VYersion: 3.0.0.0-0.5.3.0- 0.5.3.0

Fig. 101 Cycler Info screen

11.8 Contact

Shows contact details for the Biometra service department.

User: Admin Contact 09.11.2017 07:50

Biometra GmbH
Rudolf-Wissell-Strasse 30
37079 Gottingen

Germany

= +49 (0)551 / 50686-0

& +49 (0)551 / 50686-66

M info@analytik-jena.com

www.analytik-jena.com

EEEE

Fig. 102 Service department contact details screen
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12 Adaptation of programs

Cause

The maximum gradient
range is exceeded.

A program with a gradi-
ent step is transferred to
a non-gradient-enabled
device.

The gradient is outside
the permitted limit.

A program with a tem-
perature optimization
step (TOS) is transferred
to a device that does not
offer this function.

The heating and cooling
rate is exceeded.

The heating and cooling
rate is not reached.

User-defined heating and
cooling rate.

Adaptation of programs

If programs are exchanged between different thermal cycler models or the sample block
is exchanged, programs might need to be adapted to the installed sample block type
prior to the start or during editing. The following table provides an overview of possible

program adaptations:

Example

A program for the 96 well silver block
with a programmed gradient range of
>30°Cis to be started on a 96 well alu-
minum block and exceeds the block's
maximum permitted gradient range.

The program with the gradient step is
started on a sample block without gra-
dient function.

A program for the 96 well silver block
with a gradient temperature below
20°Cis to be started on a 96 well alu-
minum block and falls below the mini-
mum permitted temperature.

A TOS program is transferred from the
Biometra TRIO to another cycler type.

A program for a 96 well silver block is
to be started on a 96 aluminum block.

A program for a 96 well aluminum
block is to be started on a 96 silver
block.

The heating and cooling rate is lower
than the maximum value for a pro-
gram step.

Adaptation

The temperature range of the gradient will be re-
duced based on the average temperature of the max-
imum permitted range. If, for example, the average
temperature of the programmed gradient is 60°C and
the gradient range is + 20°C, the gradient will be re-
duced to 60°C £ 15°C.

The gradient will be deleted and the average temper-
ature or annealing temperature will be used for this
step. If the average temperature or annealing tem-
perature of the programmed gradient is, for example,
60°C, this value will be used for the step.

The lower temperature is increased to the minimum
permitted value. If, for example, a gradient is pro-
grammed from 5°C to 25°C, the gradient is changed
to 20°Cto 25°C.

The average value of the temperatures programmed
in the TOS step for the left and right sample block is
used.

The heating and cooling rate will be adjusted to the
maximum possible value for the installed sample
block type. If the programmed heating and cooling
rate is, for example, 8°C/s, it will be reduced for the
aluminum block to 6°C/s.

The heating and cooling rate will be increased to the
maximum possible value for the installed sample
block type. If the programmed heating and cooling
rate is, for example, 6°C/s, it will be increased for the
silver block to 8°C/s.

The user-defined value is maintained and not ad-
justed.

Note: If programs need to be adapted to the installed sample block, a message is always
displayed prior to the start or during editing. The user can confirm or reject the adapta-
tions. If a necessary adaptation is rejected during the attempt to start a program, the
program cannot be started by the device.

117



Quick reference guide Biometra TAdvanced

13  Quick reference guide

WARNING

Before initial operation check the correct operating voltage is set on the voltage selec-
tion switch on the underside of the device. Do not open the housing of the device unless
you are authorized to do so. Danger of electric shock!

CAUTION

The sample block and the heated lid can reach high temperatures during operation.
Both the sample block and the heated lid can burn you. The samples are heated up
quickly and may come to an explosive boil. Wear goggles when handling hot samples.
Make sure that the lid is closed securely before starting the program!

NOTICE

The use of oil between samples and sample block is not necessary to achieve an im-
proved heat exchange. If you wish to use oil, never use silicone oil. Use mineral oil.

Ensure that the ventilation slits are clear. Insufficient ventilation may cause the device to
overheat. Tip: Clean the air inlets on the underside of the device at regular intervals to
ensure optimum airflow.

Important: Release the lid wheel before opening the lid! Adjust the lid wheel for
every individual run!

Login After the initial self-test, the login screen is displayed:

Quick Start Block 1 Quick Start Block 1 Quick Start Block 2

= = [=

Login screen for Biometra TAdvanced Mono for Biometra TAdvanced Twin

®  Press Login to log in as an existing user.
®  Press Quick Start for the non-user-specific quick start of programs.

®  Press EN/DE/CN to change the language setting of the login screen.

Home screen After login the Biometra TAdvanced home screen opens.
= Press Quick Start for the user-specific quick start of programs.
= Press Programs to edit, save, copy or run programs.
®  Press Incubate to incubate the sample block at a constant temperature.

®  Press Tools to access the system settings, user management, documentation, backup
tool or self-test functions.
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®  Press Logout to log out.

Quick Start Block 1

Quick Start Block 1 Quick Start Block 2

B User: Admin
L 06.04.2017 15:01

User: Admin
¥ 06.04.2017 15:01

Home screen for Biometra TAdvanced Mono for Biometra TAdvanced Twin
Editing, saving and copy- = Press Programs on the home screen to open the program overview:
ing pI’Og rams User: Admin Program overview 25.05.2016 13:23

user

2
N (9users)

= To edit a template, press New from template, select a template from the list and
press Open template.

®  To edit a stored program, select a user directory and a program and press Edit.
m  Alternatively, a user or a program can be selected via the quick selection.

The Biometra TAdvanced programming screen opens. Use the following buttons to tog-
gle between the different programming modes:

S
Quick selection Graphical mode
Spreadsheet mode ’ Gradient mode

User: Admin 25.05.2016_13:19

Name: Linear-grad-1c Lid: | 99 |o Preheat Lid:rT)n

Pragram Runtime: 01h 35m 47s

User: Admin 25.05.2016_13:20

LELLH Linear-grad-ic Lid:| 99 |°C Preheat Lid:rT)n

Program Runtime: 01h 35m 475
Step 4

o | 6o Blnt(kggimp.

GoTo Cycles AT(°C) At(s) &R(°C/s) ||Na

Spreadsheet programming screen Graphical programming screen

= Enter a program name. To do this, touch the Name input field and enter a name us-
ing the Biometra TAdvanced keyboard.

m  Define the status and the temperature of the heated lid. Touch the Heated lid input
field and switch the heated lid on or off. If the heated lid is switched on, enter a tem-
perature between 30°C and 110°C.
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®  To switch the heated lid preheating on or off, press the corresponding button.

®  Select a program step and press Edit. The screen for editing program steps opens:

Temperature:

Hold Time: - | == [mm - |ss

m  Use the cursor keys above the keyboard to switch between program steps. The num-
ber of the currently activated step is displayed on a blue background in the table at
the top of the screen.

= Touch the Temperature input field and enter a temperature °C.
®  Touch the Hold time input field and enter a time. To program a pause step press .

®  To program a loop, touch the Go To input field and enter the step number to which
the program should return. Then touch the Cycles input field and enter how often
the loop should be repeated.

®  To reduce orincrease the annealing temperature from step to step within a loop,
press AT and set a negative or positive temperature increment.

®  To reduce or increase the hold time from step to step within a loop, press At and set
a time increment.

®  To adjust the heating rate, press AR and enter a value between 0.1 °C and max. You
can accept the heating rate for all steps in the program by activating the Apply heat-
ing/cooling rate to all steps checkbox.

For gradient-capable de- ®  To program a gradient, press Grad. On the next screen you can choose between

vices only standard Std. and linear gradient programming Lin.. For standard programming en-
ter a temperature for both the first and last row in the sample block. For linear pro-
gramming enter the primer annealing temperature and set a temperature increment.
The gradient curve is displayed. Press v' to confirm your entries.

Step 2 (Gradient) on

———ll ] 00 (<l-

(Column 6)

Grad. incr.: 1 °C D Annealing Temp.: | 55.0 [°C (Column 4) r:
Grad. incr.: 1.0 (°C

° 53.5 53.8 54.2 55.0 56.0 56.8 57.2 57.5
Column1 2 3 4 5 6 7 8

Programming of linear gradient at TAdvanced Mono at TAdvanced Twin

®  Press v on the screen to accept the settings. The software leaves the screen and
opens the spreadsheet or graphical program display.

®  Alternatively, individual program parameters for a step can be edited. In the spread-
sheet view press directly on the cell in the program table which you want to edit. In
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Starting, stopping and
pausing programs

Quick reference guide

the graphical view press on the desired parameter edit field. Program options (loops,
temperature and time increment, heating and cooling rate) must be activated using
the button to the left of the graphical display.

= Toinsert a program step, select a step and press Insert. In the next screen enter the
desired parameters and confirm the settings by pressing v'.

®  To delete a program step, select it and press Delete.
Incubation at 15 °C rather than 4 °C at the end of a run increases the device's life time.

= When all the parameters for all steps have been entered, confirm the settings on the
programming screen with Done.

®  To save the program, select a user directory and a storage location in the next
screen. Then press Save. The program is now saved.

Copy/save programs 25.05.2016 13:45

= To copy programs, press Programs on the Biometra TAdvanced home screen.

= To copy all programs located in a directory, select a directory and press Copy all. Se-
lect a directory to which the programs should be copied and press Save.

®  To copy a single program, select a directory and a program and press Copy. Select a
directory and a storage location and press Save.

®  To delete all programs located in a directory, select it and press Delete all. Confirm
the confirmation prompt.

®  To delete a single program, select a directory and a program and press Delete. Con-
firm the confirmation prompt.

®m  The Biometra TAdvanced stores the latest 5 started or edited programs for each
user. To quick start a program, press the Quick Start button on the Biometra TAd-
vanced home screen. Select a program from the list and press Start.

®  To start a program from a user directory, press Programs on the Biometra TAd-
vanced home screen. Then select a directory and a program and press Start. After
the start the current program is shown in a spreadsheet, graphical or gradient view.
Use the same buttons as in the programming screen to switch between the different
views. The active step is highlighted in yellow (see below).

®  To pause an active program, press Pause. The color of the highlighted step changes
to blue and the message Pause is shown in the Step field.

®  To continue a paused program, press Continue. To skip a step, press Skip.

®  To stop an active program, press Stop program and confirm the prompt. Programs
with a pause in the last step have to be stopped manually as well.
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User: Admin Block 1
Name Estimated End Block Temp.

User: Admin Block 1
Name

94.C

Loops  Step

Block Temp. Hold
(=)

Gycles  AT(°C)  At(s)  BR(°G/s)

g
A
2
§
g
5
&

Spreadsheet view Graphical view
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14 Fault removal

14.1 Administrator password forgotten

If the administrator has forgotten his password, use the Factory settings function (see
section "Factory settings" p. 98) to reset the system and download a backup file for re-
covery (see section "Backup" p. 114).

14.2 Slow heating and cooling

The Biometra TAdvanced is equipped with strong fans that remove the heat from the
heat sink. The air supply to these fans is located on the underside of the device. Make
sure that the inlet is not clogged by dust or other material (e.g., a piece of paper under
the device may be sucked into the fan and restrict its functionality). Dirt should be fre-
quently removed from the air supply of the fan with a vacuum cleaner or a brush.

14.3 Auto restart

The Biometra TAdvanced features an auto restart function. If a power failure occurs dur-
ing a run, the device will continue the run at the same point when the power returns. In
case of long-term power failure (longer than 30 minutes) the device keeps the sample
block at 4°C (freeze step) and the user can decide whether the device should continue
the run or whether the samples should be discarded.

Note: After an auto restart the user has to log in again. In addition information can be
displayed for a limited time.

14.4 Auto restart without an apparent cause

High voltage fluctuations may lead to a restart of the Biometra TAdvanced. The device
will then react similar to a power failure.

The following messages are displayed (see section "Auto restart" p. 123):
= A power failure occurred during the run.
= Time and step at which the program was restarted.

To avoid high voltage fluctuations, do not connect the Biometra to a socket shared by
other, very strong power consumers (such as refrigerators or centrifuges).

Note: After an auto restart the user has to log in again. In addition information can be
displayed for a limited time.
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14.5 Adaptation of programs from other thermal cyclers

Since the Biometra TAdvanced thermal cycler is a very fast device, it may be necessary to
reduce the heating and cooling ramp when running protocols from other (slower) ther-
mal cyclers (see section "Adjusting the ramp rate" p. 56). Alternatively, the hold times
may be extended.

14.6 Loosening the lid wheel in case of blockage

When the heated lid is in the highest or lowest position, it may happen that the lid
wheel is uncoupled. In this situation the clutch mechanism is active in both directions
(there is a clicking noise in both directions).

To unlock the lid wheel, press down the metal pin on the top of the lid wheel with a pen.
This overrides the clutch mechanism. Take care not to apply excessive pressure.

Lid blocked in the top position:
1. Press down the metal pin.

= 2. Carefully turn the lid wheel clockwise until it moves
again without resistance (no more clicking). Release
the pin and turn the lid down until the clutch mecha-
nism is activated (clicking noise, optimum contact
pressure reached).

Lid blocked in the bottom position:
1. Press down the metal pin.

2. Carefully turn the lid wheel counterclockwise until it
moves again without resistance (no more clicking).
Release the pin and turn the lid wheel upward until
the pressure is completely released. Open the lid.

Important: When the clutch mechanism is active (= optimal contact pressure reached)
do not, under any circumstances, press the metal pin again to increase the contact pres-
sure further. This will damage the samples and the device.

14.7 Recommendations for the use of 384 well sample blocks

= Reduce the temperature of the heated lid

Due to the fact that the heated lid of a 384-well plate is very close to the reaction vol-
ume, the lid temperature can have a significant effect on the effective incubation tem-
perature.

For reaction volumes below 10 ul it is recommended to set the lid temperature to 95 °C.

If you are working with a reaction volume of 10 pl or more, set the lid temperature to
85 °C.
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Note: This applies to usual PCR conditions with up to 95 °C for denaturation and with
a room air humidity up to 70 %.

In case you are using higher denaturation temperatures than 95 °C or if the local room
air humidity is higher than 70 %, then you should set at least the same lid temperature
you are using as highest block temperature.

For example:
- Using 96 “C then please set 96 °C lid temperature, independent from sample volume.

- Using 94 °C at air humidity > 70 %, please set 95 °C for sample volumes < 10 pl resp.
set 94 °C for sample volumes > 10 pl.

Even with these reduced lid temperatures, condensation will not be a problem. It is rec-
ommended to reduce the lid temperature according to the reaction volume. Otherwise
sample volumes or amplification yields could be reduced.
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15 Maintenance and care

The Biometra TAdvanced is mainly maintenance-free.

The care and maintenance tasks which can be performed by the customer are limited to
the cleaning and disinfection of the housing and sample block.

All maintenance work and repairs beyond this scope must only be performed by Bi-
ometra GmbH customer service personnel or authorized and trained persons. Any unau-
thorized intervention limits warranty entitlements. If the device exhibits any faults or
defects, please contact the Biometra GmbH customer service department immediately.

In order to guarantee sound and safe operation and to ensure laboratory certification,
we recommend concluding a maintenance agreement with regular device validation.

15.1 Cleaning the housing

WARNING

Risk of electric shock! Prior to commencing any maintenance or cleaning work, switch
off the device and pull out the mains plug. After cleaning, wait until the Biometra TAd-
vanced is completely dry before recommissioning it.

WARNING

If you are handling infectious and pathogenic materials observe the relevant safety reg-
ulations. Decontaminate the device in accordance with section "Disinfecting the device"
p. 127.

The professional decontamination of radioactive contaminations depends on the type of
substance used. Please contact your radiation protection officer on this matter and ob-
serve the relevant safety regulations!

NOTICE

The use of alcohol, organic solvents or abrasives can damage the paintwork. When
cleaning, please also pay attention to the notes in section "Safety instructions — mainte-
nance and repair' p. 14.

= Only wipe the housing of the Biometra TAdvanced with a soft clean cloth which may
be slightly wetted with a commercial neutral detergent, if necessary.

m  (lean the ventilation slits on the underside and at the rear of the device with a vac-
uum cleaner.
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15.2 Disinfecting the device

WARNING

Biological hazard! Clean the Biometra TAdvanced with particular care after analyzing
potentially infectious material. Wear suitable protective equipment, e.g., protective
gloves.

NOTICE

The only suitable cleaning method for the housing is wipe disinfection.

When using spray disinfectants there is a risk that the liquid enters the sensitive elec-
tronic system through the ventilation slits. If the disinfectant has a spray nozzle, apply
disinfectant to a suitable cloth before using it on the device.

= Avoid contamination by handling sample substances with care.

= Wipe spilled samples or reagents immediately with an absorbent cloth or piece of
paper.

® |f the Biometra TAdvanced is used for the analysis of infectious material, great care
must be taken because the TAdvanced cannot be decontaminated as a whole device.

= |mmediately remove visible contamination by suitable means. Do not allow solvents
to enter the device.

®  The sample block is also suitable for wipe and spray disinfection. The only suitable
cleaning method for the housing is wipe disinfection.

Device part Recommended disinfectants Provider

Sample chamber  Descosept AF Dr. Schuhmacher GmbH
Meliseptol HBV (cloths) B. Braun company

Housing Descosept Spezial Dr. Schuhmacher GmbH

15.3 Firmware update

Please contact the Biometra customer service department or your local dealer for instruc-
tions on how to upgrade the Biometra TAdvanced firmware.
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16 Transport

If you have any problems with the device, please contact the customer service depart-
ment or your local Biometra dealer. For the address of the Biometra customer service
department refer to the inside front cover of this operating manual.

Please observe the return information (see section "Device return information" p. 128) if
you wish to return a device to Biometra.

16.1 Device return information

WARNING

Risk of damage to health due to improper decontamination! Perform a professional de-
contamination before returning the device to Analytik Jena AG.

NOTICE

Biometra GmbH must refuse acceptance of contaminated devices. The sender may be
liable for any damage caused by inadequate decontamination of the device.

®  Please clean all device components from biologically hazardous, chemical or radioac-
tive contamination (see also section "Disinfecting the device"p. 127).

= Download the decontamination declaration as an editable PDF document in German
or English from the Internet:
https://www.analytik-jena.com/fileadmin/content/service/customer/Declara-
tion_of decontamination_en_01.pdf.
Complete the form and attach the signed decontamination declaration to the outside
of the shipment.

®  Only use the original packaging for the shipment and insert the transport lock.
If the original packaging is no longer available, please contact Biometra GmbH or
your local dealer.

®  Please attach the warning note
"CAUTION! SENSITIVE ELECTRONIC DEVICE!" to the packaging.

®  Please include a sheet containing the following data:
= Name and address of the sender
= Name and telephone number of a contact for inquiries

®m  Adetailed description of the fault, the precise conditions and situations under
which the fault occurs
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16.2 Packing the Biometra TAdvanced

Biometra uses an extra designed packaging system with inserts of foamed material.

NOTICE

The thermal cycler is only protected from transport damage if the original packaging is
used and the packing instructions are followed. Biometra is not liable for transport dam-

age due to incorrect packaging.
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17 Disposal
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Biometra TAdvanced

The user of the Biometra TAdvanced must dispose of any waste materials that occur
during measurements (sample materials) in accordance with statutory and local requla-
tions.

At the end of its service life, the Biometra TAdvanced and all its electronic components
must be disposed of as electronic waste in accordance with valid regulations.
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18 Specifications

18.1 Model specific data

There is a range of 12 models with monoblocks or twinblocks, with specific capacities
and block materials as well as with and without gradient function.

Order number 846-x-070-211 846-x-070-201
Model Biometra TAdvanced 96 Biometra TAdvanced 96 G
Capacity 96 x 0.2 ml tubes, 96 well micro plates or 12 x 8 well strips
Block material Aluminum
Block coating Special alloy
Block exchange (optional) Quick-X-change
Block exchange time less than 10 sec
Max. heating rate* 6.0 °C/sec
Max. cooling rate* 4.0°C/sec
Avg. heating rate* 5.5°C/sec
Avg. cooling rate* 3.5°C/sec
Gradient - 30°C
Gradient temperature range? - 20°Cto 99°C
Temperature uniformity 95°C +/-0.60 ‘Cafter 15 s
72°C +/-0.30 “Cafter 15s
55°C +/-0.20 “Cafter 15s
Temperature range 3°Cto99°C
Control accuracy +/-0.1°C
Lid temperature range 30°Cto 110°C

measured inside the block
only for model type “G" featuring gradient function
x=2for230V, 4 for 115V, 5 for 100V
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Order number 846-x-070-251 846-x-070-241
Model Biometra TAdvanced 96 S Biometra TAdvanced 96 SG
Capacity 96 x 0.2 ml tubes, 96 well micro plates or 12 x 8 well strips
Block material Silver
Block coating Gold
Block exchange (optional) Quick-X-change
Block exchange time less than 10 sec
Max. heating rate* 8.0°C/sec
Max. cooling rate* 5.5°C/sec
Avg. heating rate* 7.0°C/sec
Avg. cooling rate* 4.5°C/sec
Gradient - 40°C
Gradient temperature range’ - 4°Cto 99 °C
Temperature uniformity 95°C +/-0.50 Cafter 15 s
72°C +/-0.25Cafter 15s
55°C +/-0.15Cafter 15s
Temperature range 3°Cto99°C
Control accuracy +/-0.1°C
Lid temperature range 30°Cto 110°C

measured inside the block
only for model type “G" featuring gradient function
x=2for230V, 4 for 115V, 5 for 100V
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Order number 846-x-070-210 846-x-070-200
Model Biometra TAdvanced 60 Biometra TAdvanced 60 G
Capacity 60 x 0.5 ml tubes
Block material Aluminum
Block coating Special alloy (gold color.)
Block exchange (optional) Quick-X-change
Block exchange time less than 10 sec
Max. heating rate* 6.0 °C/sec
Max. cooling rate* 4.0°C/sec
Avg. heating rate* 5.5 °C/sec
Avg. cooling rate* 3.5°C/sec
Gradient - 30°C
Gradient temperature range’ - 20°Cto 99°C
Temperature uniformity 95°C +/-0.60 °C after 15 s
72°C +/-0.30 “Cafter 15s
55°C +/-0.20 “C after 15 s
Temperature range 3°Cto99°C
Control accuracy +/-0.1°C
Lid temperature range 30°Cto 110°C

* measured inside the block
1 only for model type “G" featuring gradient function
x=2for230V, 4 for 115V, 5 for 100V
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Order number 846-x-070-224 846-x-070-214
Model Biometra TAdvanced 384 Biometra TAdvanced 384 G
Capacity 384 well micro plates
Block material Aluminum
Block coating Special alloy
Block exchange (optional) Quick-X-change
Block exchange time less than 10 sec
Max. heating rate* 4.0°C/sec
Max. cooling rate* 2.0°C/sec
Avg. heating rate* 3.8 °C/sec
Avg. cooling rate* 1.7 °C/sec
Gradient - 24°C
Gradient temperature range’ - 20°Cto 99°C
Temperature uniformity 95°C +/-0.60 °Cafter 15 s
72°C +/-0.25Cafter 15s
55°C +/-0.15Cafter 15s
Temperature range 3°Cto99°C
Control accuracy +/-0.1°C
Lid temperature range 30°Cto 110°C

measured inside the block
only for model type “G" featuring gradient function
x=2for230V, 4 for 115V, 5 for 100V
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Order number 846-x-070-212 846-x-070-202
Model Biometra TAdvanced Twin 48 Biometra TAdvanced Twin 48 G
Capacity Two blocks with

2 x 48 x 0.2 ml tubes, 2 x 48 well micro plates or 2 x 6 x 8 well strips

Block material Aluminum
Block coating Special alloy
Block exchange (optional) Quick-X-change
Block exchange time less than 10 sec
Max. heating rate* 5.2 °C/sec
Max. cooling rate* 4.1°C/sec
Avg. heating rate* 5.1°C/sec
Avg. cooling rate* 4.0°C/sec
Gradient - 20°C
Gradient temperature range? - 20°Cto 99°C
Temperature uniformity 95°C +/-0.60 ‘Cafter 15 s
72°C +/-0.30 "Cafter 15s
55°C +/-0.20 “Cafter 15s
Temperature range 3°Cto99°C
Control accuracy +/-0.1°C
Lid temperature range 30°Cto 110°C

* measured inside the block! only for model type “G" featuring gradient function

x=2for230V, 4 for115V, 5 for 100 V
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Biometra TAdvanced

Order number

846-x-070-213

846-x-070-215

Model

Biometra TAdvanced Twin 30 Biometra TAdvanced Twin combi

Capacity

Two blocks with

2 x 30 x 0.5 ml tubes

Two blocks with
2 x 48 x 0.2 ml tubes,
2 x 48 well micro plates
2 x 6 x 8 well strips or
2 x 35 x 0.5 ml tubes**

Block material

Aluminum

Block coating

Special alloy

Block exchange (optional)

Quick-X-change

Block exchange time

less than 10 sec

Max. heating rate* 4.2 °C/sec 3.1°C/sec
Max. cooling rate* 3.3°C/sec 2.3°C/sec
Avg. heating rate* 4.1°C/sec 3.0°C/sec
Avg. cooling rate* 3.1°C/sec 2.2 °C/sec

Gradient

Gradient temperature range’

Temperature uniformity

+/- 0.60 °C after 15 s

+/-0.50 °Cafter 15 s

+/- 0.30°C after 15 s

+/-0.25 Cafter 15 s

+/-0.20°C after 15 s

+/-0.20 °Cafter 15 s

Temperature range

3°Cto99°C

Control accuracy

+/-0.1°C

Lid temperature range

30°Cto 110°C
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Specifications

18.2 Specifications for all models

The following specifications apply to all models:

Software

User-specific quick start option for the five most recent programs; pro-
gram preview before start; option for toggling between spreadsheet and
graphical programming mode; Linear Gradient Tool?, service info file
(SINF) generation; expanded self-test; adjustable ramp rates; Ethernet-
based PC control; comprehensive user administration tool; Protocol Wiz-
ard

Program memory

Total capacity of 350 programs a 6 steps in up to 90 user directories

Language English, German, Chinese
Display 7" color touchscreen
Automatic restart after power failure Yes

High Performance Smart Lid (HPSL) technology Yes

Power consumption 850 watt

Operating voltage

100, 115, 230 Volt, 50-60 Hz

Noise emissions

Very low, max. 45 dB

Interfaces?

USB A, Ethernet

Environmental conditions

15°Cto 35 °C, 70 % air humidity, max. 2,000 m above sea level

Dimensions (WxDxH)

277 mm x 457 mm x 264 mm

Dimensions (WxDxH) with open lid

277 mm x 457 mm x 414 mm

Weight

15 kg

2

The network cable must be at least performance class Cat 5e and the cable configuration has to be STP
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19 Declaration of conformity

jena

Biorm e GrmbH
EU — Konformitatserklarung Rudaf-Wisselhzr. 30

37075 G&tting=n
EC- Dedar;frﬁnn of Conformity Telsfan | +45 251205560

Tal=fax  +4% 551 SD6EE 66

E-Mail  info@anahtik-jana.d=
Gottingen, den 22.11. 2015

Biometra erklart als Hersteller in alleiniger Verantwortung, dass die Produkts

L]

Typen Biomeia TAdwmed 60 Biometm TAdwanced 96 Biometra TAdvanced Twin 43,
Typex Biomeira TAdaned 60 G  Biometm TAdvanced 96 5 Biometra TAdvanced Twin &8 G
Biometra TAdwanced 96 G Biometra TAdwanced Twin 30

Biometra TAdwanced Biometra TAdwanced 96 56 Biometa TAdwnced Twin combi
B asiseinheit/Base Unit Biometrm TAdwamed 384
Biometm TAdwamed 384 G
Best-Nr. B46--070-210 B46--070-211 B46--070-212
Order No- 846--070-200 B46-x-070-251 S46-¢-070-202
B46--070-201 S46-¢-070-213
S46-x-070-280 S46-x-070-241 S46-x-070-215

Bh46m-070-224
B46m-070-214

x=2 furfor230V, & for'for 115V, 5 fur/for 100V

den falgenden Europaischen Richtlinien und angewandten hamaonisierten Mormen entsprechen:
conform to the following European Directives and applied hammonized standards:

Ridhilinie MNorm Ausgabejahr
Directive Standand Yeor of Publiotion
2014&/35/R) EM 61010-1 2010
Ni ederspanmungsridiEnie/L¥D EM 61010-2-10 2014
2014&/30/80 EM61326-1 2013
EMN/EMC EM 53011 2009

EM £1000-3-2 2014

EM £1000-3-3 2013
2011/65/R0 EM 30581 2012
RoHS

Dr. Juergen Otte
Head of Quality Management

For and behslf of Biometra GmbH
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( ’ FAKULTHI NEMOCNICE

OLOMOLIC

Pfiloha €. 2 — Seznam spotiebniho materialu
(spotfebni material potfebny k provedeni servisu v rdmci pravidelnych preventivnich prohlidek stanovenych
vyrobcem zafizeni nebo prislusSnymi pravnimi predpisy-naklady na tento spotfebni materidl jsou zahrnuty
v cené BTK, periodickych prohlidek a prav. servisniho zdsahu)

K provedeni servisu neni zapotiebi zadny spotiebni material.
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