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CleaningM emoforOctober2017
M eaning of“Dedicated”?

I often getq ue stions abouth ow to h andle cleaning validation for dedicated e q uipm ent. As
I m entioned in a recentCleaning M em o, w ords and w ording are very im portantw h en w e
read regulatory docum ents or as k q ue stions aboutw h atw e s h ould do. W h at“dedicated’
m eans is a good exam ple ofth is .

I generally s e e th e w ord “dedicated" to be us ed in atleastone ofth re e w ays :

In one cas e , “dedicated”m eans I am only m ak ing a certain type ofproducton m y
eq uipm ent. For exam ple, th e e q uipm entis dedicated to m ak ing only
derm atologicals . O r itis dedicated to biotech . O r itis dedicated to m ak ing to only
m ak ing products w ith h igh ly h azardous actives . O r itis dedicated to m aterials for
clinicaltrials (investigationalm edicinalproducts , or IM Ps).

A s econd cas e is “dedicated”m eans I am only m ak ing one active on th is
e q uipm ent, albe itatdiffe re ntstre ngth s .

A th ird cas e is w h en “dedicated”m eans I am only m ak ing one form ulation (sam e
active and sam e excipients , butperh aps w ith differentbatch s ize s)on th is
e q uipm ent.

I’m sure you can s e e h ow each ofth e s e m ay be h andled differentfor cleaning validation
program s . I’m notsure h ow th e firstus e h elps a lot. H ow ever, itis a valid us e ofth e term
“dedicated”. Certainly k now ing th atonly a certain type or clas s ofproducts is m ade on
m y eq uipm entcan h elp m e re strictw h atI h ave to do for cleaning validation. In allcase s I
am stillgoing to s etacceptance lim its , determ ine appropriate sam pling, decide on
appropriate analyticalm eth ods , and th e lik e . H ow ever, k e y is sue s for dealing w ith
acceptable practice s w illtypically be differentin biotech facilitie s , in derm atological
facilitie s , in h igh ly h azardous facilitie s and in clinicaltrialm aterialfacilitie s . W h ile w e
can discus s w h atis appropriate in each ofth os e dedicated s ituations , th e factth atitis
“dedicated”doe s notcom e into play as such w h en I am trying to s etup a cleaning
validation program . W h atis m ore criticalis w h atitis dedicated to.

So, let’s m ove on to th e s econd cas e , w h e re only one active is m ade on m y eq uipm ent. Is
th is is a cas e of“dedication”th atis m eaningfulfor cleaning validation. Doe s th is fitinto
th e FDA statem ents on “dedication”?W ell, to be perfectly clear th e 19 9 3 FDA cleaning
validation guidance only us e s th e term “dedicate”or “dedicated”for tw o s ituations w h ere
th e cleaning is difficult. Th e firsts ituation involves th e follow ing specific s entence s in
Section III:

“Bulk ph arm aceuticalfirm s m ay decide to dedicate certain eq uipm entfor certain
ch em icalm anufacturing proce s s steps th atproduce tarry or gum m y re s idue s th atare
difficultto rem ove from th e e q uipm ent. Fluid bed drye r bags are anoth er exam ple of
eq uipm entth atis difficultto clean and is often dedicated to a specific product.”



Copyrigh t© 2017 by Cleaning Validation Tech nologie s . Th is copyrigh tprotected Cleaning M em o m ay be
printed for re s earch , com pliance and scientific purpos e s . Any oth e r us e , including dow nloading ofth e file
and including com m ercialdistribution, is illegaland uneth ical. (O ctober 2017 Cleaning M em o)

Page 2of3

Th e s econd s ituation involves bulk m anufacture w h ere th e re m ay be by-products from th e
m anufacture of“potent”actives . Th e specific w ording in Section Vis :

“In a bulk proce s s , particularly for very potentch em icals such as som e steroids , th e
is sue ofby-products ne eds to be cons idered ife q uipm entis notdedicated.”

O th er ph ras e s in th at19 9 3 guidance th atm ay be interpreted (or perh aps m is interpreted)
as “dedication”dealw ith diffe re ntbatch e s ofth e sam e product. Th e specific w ording in
Section III is :

“Iffirm s h ave one cleaning proce s s for cleaning betw een differentbatch e s ofth e
sam e productand us e a differentproce s s for cleaning betw een productch ange s , w e
expectth e w ritten procedure s to addre s s th e s e differentscenario.”

Th e specific w ording in Section IVis :
“Determ ine th e num ber ofcleaning proce s s e s for each piece ofeq uipm ent. Ideally, a
piece ofeq uipm entor s ystem w illh ave one proce s s for cleaning, h ow ever th is w ill
depend on th e products be ing produced and w h eth er th e cleanup occurs betw een
batch e s ofth e sam e product(as in a large cam paign)or betw e en batch e s ofdifferent
products . W h en th e cleaning proce s s is us ed only betw een batch e s ofth e sam e
product(or differentlots ofth e sam e interm ediate in a bulk proce s s)th e firm need
only m eeta criteria of, ‘vis ibly clean’for th e e q uipm ent. Such betw een batch
cleaning proce s s e s do notreq uire validation.”

Th e im portantis sue h ere is w h at“batch e s ofth e sam e product”m eans . IfI h ave a drug
productw ith a levelof100 m g active and a s econd one w ith 200 m g ofth e sam e active,
are th os e tw o products th e sam e product?I suspectitis a stretch to m ak e th atclaim , w h en
th e form ulations are different. Ye s , th ere m ay be w ays to s im plify cleaning validation in
th ats ituation w h ere only th os e tw o form ulations (differentactive levels)are th e only
products m ade on th ateq uipm ent. H ow ever, I w ould notcons ider th ats ituation as
“dedicated”eq uipm entfor cleaning validation purpos e s . O ne s im plification in th is cas e
m ay be to us e a grouping (m atrixing)approach , s electing th e h igh er strength as th e “m ost
difficultto clean”product(bas ed on th e expectation th atitis m ore lik ely to leave h igh er
re s idue levels ofth e active on cleaned eq uipm entsurface s).

Th is brings us to th e th ird cas e , w h ere dedication is one form ulation only. Clearly in th is
cas e , th e concerns for cleaning validation are reduced. Th is m ay be a s ituation w h ere ,
betw een batch e s ofth e sam e form ulation, I m ay only do w h atis som etim e s refe rred to as
“m inor cleaning”. M inor cleaning m ay involve vacuum ing betw een batch e s ofth e sam e
form ulation in solid oraldrug productproce s s ing, or a w ater flus h betw een batch e s ofth e
sam e form ulation in liq uid oraldrug productm anufacture (or as m entioned in last
m onth ’s Cleaning M em o, a solventflus h betw een batch e s ofth e sam e interm ediate or
active in sm allm olecule API s ynth e s is).

In th is lastcas e , th e m inor cleaning is notgenerally a validated cleaning proce s s . Th ere is
notnece s sarily an expectation th atth e e q uipm entw illbe visually clean after th at“m inor
cleaning”. Th e goalin m inor cleaning is to m inim ize batch interm ingling and/or to
im prove proce s s efficiency (such as be ing able to produce m ore batch e s in solid oraldos e
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m anufacturing before buildup ofproducton eq uipm entsurface s interfere s w ith product
ph ys icalpropertie s). W h ile th atm inor cleaning doe s notreq uire validation its elf, th at
m inor cleaning s h ould be cons idered as partofm y overallvalidation strategy atth e end
ofa fixed num ber ofbatch e s in a cam paign. Th atis , doe s th e “difficulty ofcleaning”of
th atfinalbatch ch ange as I increas e th e num ber ofbatch e s in a cam paign, even th ough
th e nextcam paign m ay be th e sam e form ulation?Ifth e nextproductin th e nextcam paign
is th e sam e form ulation, I m ay also be able to only s etlim its for m y cleaning agentand
for bioburden (in non-ste rile m anufacturing), and strictly rely on visually clean for
carryover ofth e active. Th is also as sum e s th atth ere is no buildup ofdegradation products
as th e cam paign proce eds .

As h as be en sugge sted, th is conceptof“betw e en batch e s ofth e sam e product”m ay also
apply to cam paigns w h e re cam paigns ofdifferentproducts are m ade on th e sam e
e q uipm ent(note th atth is is tak ing us outs ide th e conceptofeq uipm entdedicated to one
form ulation). For exam ple, I m ak e e igh tbatch e s ofProductA on eq uipm ent, w ith m inor
cleaning betw een batch e s and a full, validated cleaning after th e e igh th batch . I th en m ak e
ten batch e s ofProductB on th atcleaned eq uipm ent, w ith m inor cleaning betw een batch e s
and a full, validated cleaning proce s s after th e tenth batch . W h ile notstrictly “dedicated”
eq uipm ent, itappears to fallw ith in th e constraints given by th e FDA of“betw een batch e s
ofth e sam e product”.

As a s ide is sue , I w illaddre s s anoth er is sue along th is line becaus e th e q ue stion w ill
inevitably com e up. Th e FDA 19 9 3 guidance also state s th at“W h en th e cleaning proce s s
is us ed only betw een batch e s ofth e sam e product(or differentlots ofth e sam e
interm ediate in a bulk proce s s)th e firm need only m eeta crite ria of‘vis ibly clean’for th e
e q uipm ent. Such betw een batch cleaning proce s s e s do notreq uire validation.”I m ust
adm itI h ave never fully understood th e intentofth is w ording. As ordinarily done in th e
industry th ere is generally no expectation th atm inor cleaning betw een batch e s ofth e
sam e productbe validated. For exam ple, in solid oraldos e m anufacture, itgenerally is
notan expectation th ateq uipm entbe visually clean after m inor cleaning. Furth erm ore,
for liq uid oraldos e m anufacture us ing a w ater rins e betw e en batch e s , th e e q uipm entm ay
appear to be visually clean w h en view ed in th e w etstate (itm ay be view ed in th e w et
state ifdrying is notdone). H ow ever, itis lik ely in som e cas e s th ateq uipm entview ed in
th e w etstate and noted as visually clean w ould notbe visually clean ifview ed in a dry
state . Perh aps th e intentofth e FDA is th atth is re q uirem entfor visually clean only
applie s ifa fullcleaning proce s s (and nota m inor cleaning proce s s)is perform ed betw e en
batch e s . In th atcas e , visually clean m ay be adeq uate to dem onstrate lack ofcros s -
contam ination ofth e active betw e en batch e s (in th is cas e , contam ination refers to
ch anging th e concentration ofth e active in th e nextproce s s ed batch ). Ifth atis th e cas e , it
w ould stillseem th atin m any cas e s , validation w ould be re q uired ifcleaning agents w ere
us ed or ifth ere w e re bioburden concerns . So, I am stillnotentirely clear aboutth e FDA’s
intent.

W h atever th e ir intent, m y intenth ere is justto h elp clarify differentus e s ofth e term s
“dedicated”and “dedication”so w e understand th e ir differentus e s , m ak ing sure all
involved in a discus s ion are on th e “sam e page”.


