Pharma Solutions Co., Ltd.

Refrigerated medicinal products, part 1: receipt and storage — some TN ) a—sas XA S
things to consider /IS (Part 1) ZHE L RE -\ o0& jEFE Page 1 of 20 pages

i GOV.UK

Mi ®
MHRA Inspectorate Vedcines & Healfcare proccts

Organisations: ~ Medicines and Healthcare products Regulatory Agency. Search blog n

Refrigerated medicinal products,

part 1: receipt and storage - some things to consider
MRERS (Part1) ZEEHRE -V DOERFHE

https://mhrainspectorate.blog.gov.uk/2016/01/26/refrigerated-medicinal-products-part-1-

receipt-and-storage-some-things-to-consider/ Accessed 12/05. 2023

Steve Todd, Posted on:26 January 2016 - Categories:Compliance

matters, Good distribution practice, Good manufacturing practice

Patient safety is the end objective for manufacturers, wholesalers, distributors and those

healthcare professionals administering to patients.

BEOZT, BEEE . HIFEES (wholesalers,) | JiAZEH (distributors) . 3 KOV [HFE (patients)
\Z¥ 53 5 R EFYS (healtheare professionals) | (2 & > CORKBETH D,

This blog is in 2 parts and draws on some of the findings from good distribution practice (GDP)

inspections, references to the EU GDP Guidelines 2013, the Green Guide and an article I wrote

for the Pharmaceutical Journal a few years ago.

ZoTarziE 2 HERTH Y, EIEFESE (GDP : good distribution practice) (2D < HLEETO
FERBFHOK SN HHM LT 5, F7-, EUGDP Guidelines 2013, Green Guide, 5 & UL A

BIIZ Pharmaceutical Journal \ZENT-5tFH A2 5E |12 1L ThH,

Following manufacture, some medicinal products need to be stored and transported at lower

than ambient temperatures to assure their quality and efficacy.
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FLE% ., I OEREMNIL, W & AYMEEZ R T D7 OIZEREIEE  (ambient temperatures) 1D H KL
RET, REBIOEIET HIVNENH D,

EF

These are often referred to as 'cold chain products' or 'fridge lines' and wholesale dealers are
expected to store and distribute them in strict accordance with the product labelling
requirements as stated in the EU GDP Guidelines - chapters 5.5 (Storage) and 9.2 (Transport)

give more information.

ZNHOEEMNET Ta— K F=—2805 ] (cold chain products) F 7213 [T A >]  (fridge
lines) EMEEID Z &ML, HIFEFERH (wholesale dealers) & EUGDP HA RK7 A D 55 & (P&
B : Storage) BIOEF 9.2 B (% : Transport) MAEAIfEHR 2 2L L T\ 5,

The second part of this blog which will focus upon transportation, packing, temperature

management, the use of third-party couriers and returns will be posted in the near future.

DT O 2 HTCIE, ik (transportation) . M7 (packing) . JLEE P (temperature
management) . T — R/N—T7 ¢ OFREIFEL OFIH (use of third-party couriers and returns) . 15/ (returns) [Z
FAE S TT, VIDRERT 5 TETH 5,

H &

Receipt of refrigerated products  #JECEL Al D B2 T i 3
Storage of refrigerated products in a pharmaceutical refrigerator

B FH A C O BRTBEE D D PRI ettt 4
Temperature monitoring in a refrigerator A TOWE T =X U ¥V 7 i 6

The following guidance on can be found in the Green Guide:

PLF DI A 22 A%, Green Guide DFEHLD D DHRFE TE Do vovveeeeeeeeeeeeeeeeeveeeveveeens 7
Large commercial refrigerators and walk-in cold rooms K il /e i & 07 4 — 7 A IR o 8
Freezers 7 U = (FTHIE) oottt bbbt 8
Short-term storage of medicinal products % % 5t O B RAE oo 9

Short-term storage of ambient and refrigerated medicinal products

— requirements for a wholesale dealers authorisation (WDA)

A KOV R SR ORLHIORE - EITEIEETRFT (WDA) DB s 9
Sites holding ambient products in excess of 36 hours must be licenced
36 Wil 22 CHIRMMEZRE T 294 MCETA BV ADPBETH B e, 10

Sites where refrigerated products are held, even when this is for less than 36 hours,

must be licenced
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mECE L E RE T 25Tk, 7o & 2 RE IR 36 IR TH - T
i AT R A N YRS 10
The exception will be where these products are transported

and stored overnight in continuously refrigerated vehicles

ZORFIMNET, ThHRERBES, £ L CERICHBEZTT> TV D

EM L C—ITET D0 L 72D T I D D0 et 10

The provisions of Chapter 9.2 of the EU GDP Guidelines must also be observed EU GDP
HAFTZAVDE 92 BOBEDEFTEHLEDD Do e 11

Lastly for this blog--- refrigerators - best practice

CDOTRTDRBEICWEIE - RAL 7T 7T A4 & s 12
Sharing and comments & T 7 U ¥/ 778 T A U B L 13
SRATE thiS PAGE.......oiiiiiiiiie ettt et e et e et e e tae e tbe e sb e e nseeenseeeaseeenseeenseeenreeennes 13
10 COMMEIIES ...ttt ettt 14
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Refrigerated storage /7 /{74

Receipt of refrigerated products #3)Ei 5 D2 5H

When cold chain products are delivered, it is important that they are checked in as a matter of

priority and placed in a pharmaceutical refrigerator.

a— )L FF = — VBN EINTGE. TNOEREBERCTTF =y 7 L, BERLBBEIZRET D
ZENEETHD,

The person responsible for receiving the delivery must also satisfy themselves that the goods

i
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have been transported under appropriate conditions there has been no direct contact between the

products and gel or ice blocks or if the consignment is warm to the touch).

AR DOZTHLY BAEF 1L, PSR REME T ClE SN Z L ICbHET 24 ERH Y 3 (-
&AL AL & TVOKIEAS ERE TR L TV RN B D WITFER ML D LR R ),

If it cannot be confirmed that the products have been transported under appropriate conditions and there is
concern that their quality may have been compromised, the delivery should be quarantined in a suitable

refrigerator while enquiries of the supplier are made.

b LB REMETRE SN TORNZ ERMHRETE T, MEDETARESINIBEITIE, Zofl
fa KA (supplier) [ZRIWVEDEEZAITVARN G, T O Z WY 2 mEE TREES 2 LE1 D 5,

Until the issue has been clarified the products in question should be considered as unsuitable and should not

be supplied.
Z OB/ 2 £ T, MEORBIINEY TH D LAk, aSn s TiERuy,

If, following enquiries, there is still doubt as to the quality of the medicines received, the delivery should not

be accepted and should be returned to the supplier.

b L GRE: LROBBES~0) BWEDEORE, 2T Mo ERLOMEITRIZE L CERMA S
ST, TOREEZTANT, #HEE IR T D 0ERD D

Storage of refrigerated products in a pharmaceutical refrigerator

B HWBRE T OEWRERE ML ORE

A pharmaceutical refrigerator is required for the storage of refrigerated medicinal products.
BRI ML, WA AE S T2 EEHORE DT DIINETH D,

The air within this type of refrigerator is circulated by a fan, which provides a uniform

temperature profile and a rapid temperature pull down after the door has been opened.

ZOEDOWIBEOFDZERIT 7 7 AL > TIHBR SN TS, £ LTEIX. FT7BBRTONT-%E
IZiX, ZoO¥—RRETa 7 —)L b UERRES & TP 28R4 %

Temperature monitoring is recorded by a calibrated electronic min/max thermometer, with an

accuracy of £0.5C, which can be read without opening the refrigerator door.
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BET=XV 71, RERINZEFROR/N SR EF TSN TWD, T OFLekiImiE
ERT7EZBITAZ L2, £05 COFEMS THRARS Z ENHES,

Additional benefits are that these refrigerators can be locked and some have the option of either
an audio or visual alarm system to alert staff in

the event of temperature deviations.

B2 ER T, 2N OBRKREN v 7 TE 5
(RIE : BEAMSEHRD) EWVWHZETHY, L
T, ZODOMBEIL, RERIOEZ 7256
2, BRPHRENRERTNT, 7I7—L ¥R
TLDE T a kLo T, AZy TIZENEH
ODHEDLZENHRS,

Many refrigerators have glass fronted doors
giving greater visibility to stock levels, aiding
stock management and also deterring the storage

of non-medicinal products.

Z< OWBHEIT, REBROL~VE LY K&
A (FIRRME) 2522528 T, ZOMRTE
BEH10. HIABOHELE S > TWVD, —i Pharmaceutical warehouse -
It R REEL (stock management) R0, PEEH LS é%rfggf%;?;%g%
DHEDOERETDH a2, AVWEELEL DL

2o TND,

When purchasing a new refrigerator, factors to consider might also include how long the unit
can maintain the required temperatures if the power is turned off and to what extent the

temperature is affected by external ambient temperature variation, for example, in hot.

BFLOmBEZEAT D &, BETAASIERI, b LEERNA 7 LR TLESLDL, TOEE
WEDNDRWHZ, LERIREZHEFFTE 520, £ L TAWEGS (nhot) (2, SO GRIE
BEO) MELEBZZITL0EN) 2L THD,
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Temperature monitoring in a refrigerator “WEECORET=F1 7

As is applicable for transportation, products stored in a refrigerator should be subject to daily
temperature monitoring by a minimum and maximum calibrated device with a supporting

appropriate calibration certificate.

WEATER SN2 0O THB7 D, MEIEICHMS AR, BFIORRIEE=45 ) 27 %75~
ETHY . BNRERORARREDOKIES SHL, T e ST 58K EREY 154 F ke
FHDERETITH <& Th b,

Temperature records should identify any temperature deviations and give details of corrective

actions taken as a result.

AT, CARBERK THHREZ LR2TE R o ZofRE L TUThN R IELE
MbIRTRTHRETH D,

For instances where there has been a temperature deviation, best practice would be to take a
further reading later the same day, to ensure that it was a transient deviation and show that the

temperature was now back within prescribed parameters.

The Responsible Person should be informed of any deviations.

E{F#& (Responsible Person) 1%, AMAI 72 B @EHLIZHOWVWTH, BHWMAEHDL SNHRETH D,

Temperature records are especially important in the event of a problem with a product and may
be required as evidence of appropriate storage. With this in mind, they should be free from
alterations or corrections and the person responsible for taking the readings each day should

have a trained deputy to cover for absences.

TR EEFOER TR I BT D MEN A U7 HE C, MU RE OFHLE L TR BRI D
ARMERDH D, ZOZLIZHELDD, Zbid, BEELITFTEEZZ T RTER6R0, £L
T, BHESREHAMD 2 & OBFELEERREDOICDT-OIT, EOIEEITR D, IS 7
DNZRITF TR B 7R,

The records should be routinely reviewed and signed off by the Responsible Person.

REEIT, REMIICLE2—2 3 & THY, BEAICL - TEASNDL ZLBLETHD
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The following guidance on can be found in the Green Guide:
UTDOHAF AL, Green Guide DEEHE 5 DERFETH 5,

“ In addition to temperature mapping and monitoring there should be safeguards to preserve
appropriate storage conditions. Some small refrigerators are purported to be medical or
pharmaceutical refrigerators but this on its own does not automatically render them suitable for
wholesale use. The refrigerator should be capable of restoring the temperature quickly after the
door has been opened and without danger of overshooting to extreme cold. This could be
assisted by an internal fan and good shelf design which enables an efficient air flow. There
should be no internal ice box and no internal temperature dials capable of being inadvertently

knocked and adjusted."

NEE~ vy 7 Le=2 U U ZITMAT, HEORITER I & R 28— 7 T — ] (safeguards : #R
E REETNBEMY) PDEETRETH D, %ONO/NUBHEEX, ERATH 0, KA
MBETHLZEHMELTNDIbOLH DM, ZEER, BBMICZENLZ [HIFE Y OFRIC
SEDLLWVWEDOTHD] ZEEBEERTLHIHLOTIERY, RTRETONZHE, GRE: BESKT
WD BEEPIRE IR 5 72010) RO TIRWIREIZIT E 35 A o 2 &7 < JLDIREIZHERL
RIVDREN ZFFORETH D, ZIINRRIZRKRIRE FREIC T DNED 7 7 o & Bl 7eiizkst %
1792 LT, ZORRWRE~OETART bND, WEIZT A ARy 7 2R3> THWITFRN
BEONF bR LD 32 80 RN ORERRE Y A Y ARdH o Tdh b

W,

"Storage practices for using small refrigerators should include consideration of segregation of
stock with different status, e.g. incoming, quarantine, returned and outgoing stock. Sufficient
space should be maintained to permit adequate air circulation and product should not be stored
in contact with the walls or on the floor of the refrigerator. If the refrigerator is filled to capacity
the effect on temperature distribution should be investigated. Where non-refrigerated items are
introduced to the refrigerator, such as non-conditioned gel packs, the impact of introducing these

items should be assessed regarding the increase in temperature they cause”.

NS Z T 256 ORETIEICIE, SESERRET, EEZ2DHT 22 L 2B ET5
VN D, HlZIE, AR (incoming) . FREE (quarantine) . I (returned) . T (outgoing stock) 7
EDOLETH D, EREEYNER SELIZDIT DR A=A %R L, o, Bl 2 BRI
HERSETRET L2 LZMITHNETHD, b LOEBENHRETH 57 613, RESMIC
WTORELZPFET RETH D, BBRIN TRV, Bl 20T 1 va=r 7SN THnR
WT Ny T NVDSEE, 60U E AND Z LIk 030 va, TZEREAND Z &
kDA NRT N BT REARA FTRETHD, |
3, BT X o TORE BCLET, R Hig @
ZLTCEATIRERTEATHET, Pharma-bio Futakami
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Large commercial refrigerators and walk-in cold rooms
REHROBE L U+ — 27 4 VIBRE

FR¥E @ “walk-in cold rooms” XL, B RN THAVHKL X5 RV A ZAOBHEETH 5,

“These should be of appropriate design, suitably sited and be constructed with appropriate
materials. The design should ensure general principles of GDP can be maintained, such as

segregation of stock.

[ B, UNCEREE S, BIFRE D ICRE L, £ L CHEYREM CHAN THRETHDH, £
DOFEFHE, GDP O—#rJEHI, B 2 IXRE Wi O 72X 5y (segregation of stock) HERFCTX %
LT RETHD,

Condensate from chillers should not be collected inside the unit and there should be a capability

to carry out routine maintenance and service activities as much as possible from outside the unit.

F 77— (WmEIZR) O OEEKIL. ZOEONANZED
2, A4 (maintenance) [, 12D PRV HiE OSMAI BT 2

RETII72<, HEMA T F R
X o7, HINEARRIZTRETH D

ENEN

The temperature should be monitored with an electronic temperature-recording device that
measures load temperature in one or more locations depending on the size of the unit, and

alarms should be fitted to indicate power outages and temperature excursions”.

RS, BN EFLREEE (electronic temperature-recording device) CE=HX —3 XX TH Y . =D

dEE (BRYE : commercial refrigerators ~~ walk-in cold rooms) Y%A K12t U T2 L BICEEE VIRON

1578 B OIS O — 18 91510 (power outages and temperature excursions) 2780 7 7 — A (E#SE) Z k&9
REThHD, |

Freezers 7V —#%— (QE#)

“The same general principles apply to freezers as apply to other cold chain storage units above.
Walk-in freezers pose a significant operator health and safety risk, and the impact of ways of

working should be reviewed with consideration of risk to causing temperature excursions”.

[ FECFANT, FROBHEED X 57, hoa—L R F=— L OREEEICEA SN, 74—
7 A = (walk-in freezers @ fRIE : b FATTHAE EbND L) R kE é@‘(%ﬁ%) X, TEEE O
ELBMNDERRY AT 25 TEY, TP ZIHNEZEDHENLDA 37 M, RED—
BN T D ) AT ~DOBLEOBRNOE L Ea—T XS ThD, |
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Short-term storage of medicinal products =35 0 & H R RE

MHRA have provided guidance on sites that handle (ambient) and refrigerated medicinal

products for short periods of time.

MHRA (%, JEFF[E (short periods of time) (Z- DV T DEIEIE L DELY P2, Z DSkl >V T
DA X AL TS,

Short-term storage of ambient and refrigerated medicinal products —
requirements for a wholesale dealers authorisation (WDA)

HiER L OmERESRGOEHRE - HEEER (WDA) QR

The EU GDP Guidelines define wholesale distribution as;
EUGDP WA RTA Tk, HERBEZRDE I ITERZL TWD ;

“...all activities consisting of procuring, holding, supplying or exporting medicinal

products...”
MR OFE, A, B, W52 0T~ TOMES)

The Glossary of Terms defines holding as “storing medicinal products”.

HREE T, BRA % TERLORE] LEEL TS,

Medicinal products should therefore only be stored on premises that are covered by a

wholesale distribution authorisation.
L7=Mo T, EHEMIL, HTERTETF I DOMRE 2 DIEHN TORMRE T IMLEND D,

However, there are certain cases where medicinal products are held for short periods of time
during transportation and prior to onward shipment, eg in the transportation vehicle at
motorway service stations or in overnight freight depots.

LU G, MEERO—EART = g VORI OEW I & Ok ElN7R &
EPRLOEOROHMRNS, ERLDEHHRE SN 5601 5,

In such instances it has been determined that, as a matter of policy, a site does not have to
be named on a licence where ambient products are stored for less than 36 hours.
ZOXRSGE AU —oRBEE LT, HIREML 36 RERRMRE SN2 714
Z (FFAIE) ICHRET D MBI RV EBIESN TV D,

i
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Sites holding ambient products in excess of 36 hours must be licenced
36 WfE 22 THIRIGM ZRE T2V A MIITA B ABRETH D

This policy applies only where ownership of the products has not been transferred to the

person carrying out the storage activities.

ZORY —id, BEOFAEHENMREEREZIT O NGRE S TOWRWERIZORE Sh

%)

o

Where ownership has been transferred, this is supply and as such the receiving site must be

licenced.

A HE (ownership) 723EJE S V723G, ZAVRAEES (supply) RN E 72 D72, Szl (receiving
site) X, TA B ARG LRI IER B0,

It is also important to note that, where wholesaling activities other than storage are being
carried out, the site should be named on the relevant licence. This includes the handling of
returned goods and where decisions are made regarding suitability for resale, as well as the

usual activities of picking against orders.

\

PRAE LLAL O 521 Bl(wholesaling activities) 23T OV TWALG AL, OV A FNEHET 57 A &
A(FFAIGE) SRR T 2 M ENH D ZE~DO-BITEHE THSH, THIZiE, UL, &
(returned goods) DALEECFLHR (resale) D & PEIZEET 2R EMTHOILD LT, S HITHEX

HE w7 (picking ; 3®R) 72 EOIRE OIEEIN G £ D,

Sites where refrigerated products are held, even when this is for less than 36
hours, must be licenced

BEALE S RET HEINE. Tk XRERMA 36 BERETHo THLHUBLETHD D,
The exception will be where these products are transported and stored overnight in

continuously refrigerated vehicles.

ZOHIMNE, ENOREABE I, T L GEEMICHREZTT > T D IEMRE T RiTH T 55
BERDBTHA I,

i
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The provisions of Chapter 9.2 of the EU GDP Guidelines must also be observed
EUGDP HA FTA D8 9.2 EDOHRELHETFTILERD S,

As with any delivery, staff receiving goods should also be alert for the presence of falsified

medicines.

DR & FERIC, BMAZITID A2 v 7 b (AEERLOFIECIEREZ O WERH D,
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Lastly for this blog... refrigerators - best practice
IOT7uOREIZ-WRE - XA FTIT 4R

Whatever type of refrigerator or cold store is used, once a mapping exercise has taken place,
products should be stored in an orderly fashion on shelves - not directly on the floor of the
unit - to ensure air circulation and consistent temperatures throughout and facilitate

cleaning.

EDZA T ORBERLHIBRELENT 255 T, vy B EEMTbRTZ 6, BT
=y FORICEZEENTITHNTER L RE L. BEOEKIEER & —EDIRE LR L, Ewx
BT DMEDRD D,

Calibrated temperature monitoring probes should be sited in a central location within the

refrigerator and, preferably between the products.

BIE SN IRER 7 v — 7138, WEENO R EROS AT, T iuXBMOMICEE 3 2 MLE)N
»b,

Probes should not be placed in the door.
T —7% FTRICEN RN S IZTRETH D

The refrigerator should be cleaned regularly (as part of a general cleaning rota) and serviced

at least annually.

mEE T EHRNC (—REZRTERYEO—BRE LT ERL, P7< L bFEICEITEHT D
VERD D,

If the refrigerator is fitted with an audible or visual alarm, this should be routinely tested to

confirm correct operation at specified appropriate temperatures.

IR AR T 7 — A F 3R T 7 — 203 FHF 6TV DAL, EHMICT AR L
T, BESNT-E@UREECELSEMET D Z L 2HERTINLEND 5.

The stock within the refrigerator should be subject to effective stock rotation based on first

expiry, first out, (FEFO).
I E N OERIL. AWHIREH L (FEFO : First Expired — First Out  JE{H#& ) IZFED W TRIH

MpEET —T— a VOB LT HIVLERD S

W, RIS X o CofRE BV LE T, U N
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It should not be assumed that the most recent deliveries will have a longer expiry period.
T OBRLED, AIHIRDPRBREVWSEDERS>TND ) EWHIEET L& TIEARVY,

Refrigerators containing medicinal products must not be used for the storage of food and

drink or anything that might contaminate the medicinal products.

KL 2 N9 D e L. B dh. BB, HAWVITEE L 2V DA REE DO H 5 b D DIRE
WA L CTiEZe b7,

Don’t miss the next blog, sign up to be notified by email when a new post comes out.
ROT v T EBRE LR, HLOWKRPAR SN L A=V TEMEZITIRDIZE, A~
T w7 LTLTEENY,

Check out our guidance on good practice for information on the inspection process and staying

compliant.

You may also be interested in:

BEOTuvRE arF T 47T MER? (staying complian) (ZBFT D IFHIZ DOV TIL,
Iy RTZ7 7T 4 AT DAL A BRI,
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o Transportation of medicinal products — some things to consider
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e Good distribution practice (GDP) and life as a GDP inspector
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New year, new opportunities for engagement
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The GPvP inspectorate promote compliance and best practice at 2 successful events
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Comment byPaul Daniel posted on03 February 2016
Ry« F=x kD20 b #FA 2016 45 2 H 3 H

Thanks for the great blog, Steve. I was wondering if you could clarify your advice on
placement of the temperature monitoring sensor. You clearly are recommending a
"central location" that is close to the products, and recommending against placing the
probe peripherally, especially on the door.

SES LW el EHont s, AT 4 —7, WEEHE Y —OREICET DT R3S
A& AEIC L TWE 0 nmEnE Lz, S, ®Ehicmy ol
Al ZHEE L CRBY ., T ua—7 &2 EE, B WCEEE LN E AL T ET,

Here are my questions relative to this recommendation:
ZOHRRIICET H2HOEMITRD LBV TT,

1) Are you recommending determining the probe location based on the data found
during the temperature mapping? Typically, guidance directs us to take the hot/cold
spots discovered during mapping into consideration as we place our monitoring
probe(s). How do we justify placing a probe centrally if our hot/cold spots were
found on the sides of the refrigerator storage space?

RE~ > B THICAON 12T —Z TSN T T v —T DNEERET D 2 & 2R
LETN? @B, A X ATE, €=V 7 Te—T7%RET IR vy BV
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2) With a centrally placed probe, the probe is going to literally in the portion of the
refrigerator used for active storage, and subject to bumps and physical shock from
normal loading and unloading. How to you prevent incidental damage to the sensor
and the possible result in increased sensor drift? How do you prevent the sensor from
being moved by the loading/unloading of product from the refrigerator"
7a— 7 pi m%*ﬂfwé%9\7m TIECFwY . REICER S 5/@@
DOFFICEE S ND Z LD | WE OREAREA LIZ K D1 Q’%’#@f@fﬁ/ﬂﬁl IEhbEh
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W, I X o CofRE B LT3, OB, 3L
ZLTRA 7T IRBMhTELTHET, Phiarma-bie Futakami @


mailto:?subject=I%20wanted%20to%20share%20this%20post%20with%20you%20from%20MHRA%20Inspectorate&body=Refrigerated%20medicinal%20products,%20part%201:%20receipt%20and%20storage%20-%20some%20things%20to%20consider%20https://mhrainspectorate.blog.gov.uk/2016/01/26/refrigerated-medicinal-products-part-1-receipt-and-storage-some-things-to-consider/

Pharma Solutions Co., Ltd.

Refrigerated medicinal products, part 1: receipt and storage — some TNV a—sas XA S
things to consider /IS (Part 1) ZHE L RE -\ S>0EjEFEE Page 15 of 20 pages

3) Many pharmaceutical refrigerators come with a display probe already mounted, often
to the inner wall of the refrigerator, just inside the door, sometimes in liquid (such as
glycerine) that will buffer temperature swings. This area, as a result, very often gets
used as a default for a monitoring location, with the monitoring probe in the liquid.
Do you recommend against using this type of default location for the monitoring
probe? Do you recommend against placing you monitoring probe/thermometer in
liquid to buffer against temperature changes?

% < DEIRGMBEIIL, IREOEEZEET 572D ORRT 1 —T 39 TITHR Y AT
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Thank you in advance for your consideration of these questions. In full disclosure, I do
work for a company which offers an automated temperature monitoring solution
designed specifically for pharmaceutical storage. I am leaving the name of my employer
and our product out of this question to avoid using your blog for gratuitous advertising.
These questions that [ have asked here are questions that I am asked regularly by our
customer base, and future customers at trade shows. I have some opinions of my own
drawn from experience of seeing the solutions adopted by many customers. However,
just because I have seen many solutions to this problem, it does not mean that any of the
solutions are actually correct, or that they would not be criticized under an MHRA audit,
especially given the changing regulatory landscape of GDP regulation. Your answers
and comments to these questions will be helpful to many. Again, many thanks in

advance.
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Replies to Paul Daniel>
Comment byMark Birse posted on05 February 2016

Paul, &~—/1,

In answer to your questions the GDP Inspectorate advises:
HIRT-OERIZE AT, GDP MAJHIFRD L HIZT R AL THET,

Question 1 - This refers to smaller refrigerators with a uniform temperature
profile as determined by a mapping exercise.

B 1- Zhid, v~y B 7OREICL > TIRESNTE)—RIBET v 7 7 A V%
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Question 2 - In smaller refrigerators this has not been evidenced as an issue but
of course care should be taken when loading and unloading.
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Question 3 - The temperature display unit on refrigerators is usually not read
from a calibrated temperature probe and should not be relied upon as an accurate
temperature gauge. In relation to buffering, any use of a liquid to simulate the
load of the refrigerator rather than monitor air temperature should be supported
by a risk assessment, a mapping exercise and should satisfy the requirements of
3.2.1 and 3.3 of the EU GDP Guidelines.

HR 3 - mEEOREFRIEET, BE, KESNEETn -7 05Aa b
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I hope this answers your questions and if you need any specific advice please

email us at GDP.Inspectorate@mbhra.gsi.gov.uk
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good information, Thanks you so much, your advice on placement of the temperature

monitoring sensor its helpful information , i come back again this blog , please you write

about the temperature monitoring sensor.
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Link to this comment
3. Comment bychoose230 posted on16 October 2016

good information, thank you so much,i think A temperature sensor is a key component
of any process heating application as it provides temperature feedback about the process,
which can be used to monitor or control the process. i come back again this blog.
BWEHRTT, HOBREH TSV ET, BER V1%, TR BT 2HEY +—F
Ny 7 T 5720, e ZAOERE TR TE 5720, e 2MET 7
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4. Comment byMark Phillips posted on08 February 2017

With regard to temperature deviations, can you advise as to what you would describe as
a 'transient' deviation? For example, if a min/max thermometer placed in a
pharmaceutical refrigerator in regular use on a ward recorded a maximum temperature of
say 13 degrees C (perhaps caused by a prolonged door opening), when the minimum
daily readings were 5 degrees C, would you consider this a 'transient' deviation given
that the actual duration of exposure at the higher temperature was unknown? It is a
particular problem deciding whether this is a significant excursion or not when fridges
are only monitored by once-daily recordings of min/max temperatures. Any advice

would be most welcome.
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Link to this comment
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Comment byMark Birse posted on10 February 2017

Medicinal products should be stored within label conditions as stated on the outer
pack. Deviations should be documented and investigated to identify the root
cause. Any deviation should be assessed in terms of its severity both from a
temperature and length of time out of range, and advice obtained from the

manufacturer to determine potential impact on the product.
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Corrective actions should be implemented to rectify the possibility of future re-
occurrence of temperature deviations, including re-training of personnel if

applicable
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5. Comment byali posted on07 March 2017

could you advise on what should happen to any items stored in a fridge where the
temperature record shows that it has risen outside of the range overnight and then
returned to within range. New fridge, 2 months old.
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Comment byMark Birse posted on10 March 2017

Medicinal products should be stored within label conditions as stated on the outer
pack.
FEASIT, ISR B SN TS TNV KERNTRE T HLERDH D £4,

Deviations should be documented and investigated to identify the root cause.
Wi e SCEL L T L, RARKZRET 20ER3H Y £,

Any deviation should be assessed in terms of its severity both from a temperature
and length of time out of range, and advice obtained from the manufacturer to
determine potential impact on the product.
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Corrective actions should be implemented to rectify the possibility of future re-
occurrence of temperature deviations, including re-training of personnel if
applicable
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6. Comment bykaif posted on26 April 2018

can you advise what should happen to IMP stored in fridge where the temperature record
shows that it has slightly risen above the normal storage conditions for small period of
time (e.g less than 5 minutes) i.e due to opening of fridge door to remove IMP or
perform drug accountability. Sponsor would like to get all these temp excursions
reported and investigated despite how small the excursion interval is (e.g even if it's for 1
minutes). This could have significant burden to manage temp excursions promptly

especially when patient is in clinic for the planned treatment.
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Replies to kaif>
Comment bySara Berry posted on03 August 2018

Medicinal products, including IMPs, should be stored within label conditions as
stated on the outer pack. Any temperature excursion should be handled via an
appropriate risk management strategy, where the level of effort should be
commensurate with the level of risk. Deviations should be assessed in terms of its
severity both from a temperature and length of time out of range, to identify the

root cause.

IMP (JGBR3E) A& eI, AMHICREEINTVD 7V EHERNTRE T 54
ERHY ET, WRDHIBELEE S, @O Y R 7 ERHEEIKIC ST LT 5
VHERH Y ZDETIO VLIV AT DL~ )UZREST2 b DO TRITIZR 0 £
Fh, MARFRRZEET D120, S ORE &R OR S O/ )7 h & it o g
G A TS 2 LER B @i#o

Temperature monitoring systems (rather than Min/Max devices) are typically set
with a small delay time for temperature alarms based on risk assessment and
confirmed via validation and risk packages. It is not typical that very short
excursions (e.g. 5 minutes or under) are reported in individual formal deviations,
but these should still be noted. Overall the Quality System should ensure that the

unit is operating correctly and as per the User requirements and validation.
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