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In the present study, we analyzed concerns of the sponsors of clinical trials regarding source document verification
(SDV) procedures performed at the University of Tokyo Hospital during April 1999 and March 2001, with special focus
on the differences in description between the source document and case report form (CRF). Of 132 SDV procedures (78
protocols, 496 cases) , the sponsors had problematic concerns with 348 cases (70.2%) totalling 693 items, which consist-
cd of description inconsistencies between the source documents and the CRF (41.4%), lack of description in the CRF
(39.8%), and lack of description in the source documents {(8.8%) . The most frequently found inconsistencies between
the source documents and CRF were concerning items regarding observations, laboratory examinations, and compli-
ance, which were associated with misdescription of clinical data and/or items for evaluation in the CRF. It was also rev-
ealed that the frequent lack of description in the CRF was associated with patient history and/or complications, adverse
events, and concomitant drugs and/or therapy. In contrast, the frequent lack of deseription in the source documents was
associated with items concerning patient background, observations, and informed consent. Further, we found that sub-
mission of a report of deviation from the protocols was required for 4.0% of the claims. These results suggest the neces-
sity of better data management during the practice of clinica! trials for the purpose of maintaining the quality of clinical

trials.

Key words——clinica! trials; source document verification; SDV; case report form; CRF

INTRODUCTION

Clinical trial of new drug is the final and most im-
portant step through new drug development process.
It provides clinician and pharmacist with the basic in-
formation on the use of drug in patient with disease,
such as target indication and disease symptom,
dosage regimen and cautions for use, at the time of
general clinical and dispensing practice. Therefore,
clinical trial of new drug needs to be conducted under
a qualified manner with well designed clinical study
protocol. Clinical trial also has to be conducted under
an ethically acceptable condition.

For ensuring the above, the new GCP introduced
by the amendment of Japanese Pharmaceutical
Affairs Law in 1997 requests a sponsor for clinical tri-
al to monitor trial to ascertain that they are per-
formed (or conducted) in an accurate and verifiable
manner. For this purpose, source document verifica-

e-mail: risa-tky @umin.ac.jp

tion (SDV) is performed, by which the sponsor in-
spect both the case report form (CRF), submitted by
the doctors, and source documents, including medical
records. At the University of Tokyo Hospital, we es-
tablished a system in April 1999 to consolidate the
management of such inspections, which are associat-
ed with SDV procedures, with the Clinical Research
Center b

For the present study, we analyzed concerns point-
¢d out by sponsors during the early stages of opera-
tion of this system, particularly focusing on the differ-
ences in content between the CRF and source docu-
ments. We also discuss problems experienced with the
management of data obtained in clinical trials at our
hospital.

METHODS

We focused on SDV procedures performed from
April 1999 to March 2001, and analyzed the difference
in content between the source documents and CRF by
checking the monitoring/inspection report submitted
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by the sponsors to our hospital following each SDV.

The concerns pointed out by the sponsors were
divided into 4 categories; lack of description in either
the source documents or CRF, inconsistency between
the source documents and CRF, and miscellaneous.
In addition, the same concerns were also divided into
9 categories, which were use of concomitant drugs
and/or therapy, patient history and/or complica-
tions, laboratory examinations, patient background,
adverse events, matters regarding observation, com-
pliance, informed consent, and miscellaneous. Both
sets of classifications were subjected to analysis. We
also analyzed how the doctors responded to the
claims of differences between the source documents
and CRF raised by the sponsors, and, based on the
frequency of each kind of claim, discuss methods to
solve these problems that can be implemented in the
future.

RESULTS

Analysis of concerns pointed out by the sponsors :
We analyzed sponsor reports regarding 496 cases,
which originated from 132 SDV procedures based on
78 protocols. Among them, concerns were pointed
out by the sponsors for 348 cases (70.2%), which
totalled 693 individual problematic matters. These
consisted of inconsistencies between the source docu-

A

ments and CRF (287 items, 41.4%}, lack of descrip-
tion in the CRF (276 items, 39.8%), lack of descrip-
tion in the source documents (611items, 8.8%), and
miscellancous matters including failure to obtain
patient data (69 items, 10.0%).

These concerns were also classified into 9 catego-
ries, which consisted of use of concomitant drugs and
/or therapy (145 items, 20.9%), patient history and/
or complications (118 items, 17.0%), laboratory ex-
aminations (110 items, 15.9%), patient background
(91 items, 13.1%), adverse events (68 items, 9.8%),
matters regarding observation (67 items, 9.7%),
compliance (39 items, 5.6 %), informed consent (39
matters, 5.6%), and miscellaneous (16 matters, 2.3
%)Y (Fig. 1). Each of these was analyzed based on the
lack of description in either the source documents or
CRY, inconsistency between the source documents
and CRF, and miscellaneous, and the results are sum-
marized in Table 1.

The most frequently found inconsistencies between
the source documents and the CRF were concerning
matters regarding observation (43 items, 64.2%),
laboratory examinations (63 items, 57.3%), and
compliance (22 items, 56.4%), which were associated
with misdescription of clinical data and/or items for
evaluation in the CRF. It was also revealed that the
frequent lack of description in the CRF was associat-

B

Miscellaneous
10.0%

Lach of description in
the source documents
8.8%

Inconsistencies between
the source documents

and the CRF
A1.4%
Lack of description
irn the CRF
39.8%

Informed consent

5.6% Miscellaneous
2.4%
Compliance Concomitant drugs
5.6% and/ or
therapy
Matters regarding 20.9%
observation o
9.7% [ravasasss L
Fezegeporseonsnrsese \
Adverse events I A
9.8% B R Patient history
and/or
complications
Patient AN 17.0%
background S | aboratory
13.1% -
examinations
15.9%

Fig. 1. Problematic Items Pointed out by Sponsors of Clinical Trials
Six hundred ninety-three separate items pointed out by the sponsors of clinical trials regarding our 8DV pracedures were analyzed. The concerns were analyzed
from the viewpeint of consistency of the descriptions between the source documents and CRF {A), and also from the viewpoint of incorrect information entered

into the source documents and/or CRF (B}.
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Table 1. Classification of Concerns Pointed out by Sponsors Regarding SDV Procedures.
Number of items of concern (%)

Inconsistency

between the Lack of

Lack of

s 01:;1 C; gl (; c‘é nﬁ;nt s dcscnpélRog in the ggjgzzpalggux;etr}:tes Miscellaneous Total

Patient background 38{(41.8) 33(36.3) 18(19.8) 2( 2.2) 91(100)
Patient history and/or complications 25(21.2) 78(66.1) 11( 9.3) 4{ 3.4) 118 (100)
Concomitant drugs and/or therapy 68(46.9) 67(46.2) 4( 2.8) 6( 4.1) 145 (100)
Matters regarding observation 43(64.2) 13(15.4) 11(16.4) 0 0.0) 67(100)
Laboratory examinations 63(57.3) 29(26.4) 6( 5.5) 12(10.9) 110(100)
Compliance 22(56.4) 6(15.4) 2( 5.1 9(23.1) 39(100)
Adverse events 16(23.5) 41(60.3) 2( 2.9) 9(13.2) 68(100)
Informed consent 7(17.9) 3.7 5(12.8) 324(61.5) 39(100)
Miscellaneous 5(31.2) 6(37.5) 32(12.5) 3(18.8) 16(100)
Total 693

Six hundred ninety-three separate items pointed out by the sponsors of clinical trials regarding our SDV procedures were analyzed. The concerns were first ana-
lyzed from the viewpoint of incorrect information entered into the source documents and/or CRF. Then, each entry was further analyzed to determine consisten-
¢y between the source documents and CRF. Numbers in parentheses represent the percent of total number of problematic items for each entry.

Reports on the deviations from the
original protocol were required
4.0%

Sponsors found no
critical problems
15.9%

Additional description and/or revision
was required for either the source
documents or the CRF
80.1%

Fig. 2. Responses from Doctors to Claims from the Sponsors
We analyzed the responses from doctors regarding the 693 items pointed out by the sponsors of clinical trials regarding SDV procedures at University of Tokyo
Hospital.

ed with patient history and/or complications (78 i- tems (15.9%), the sponsors found no critical

tems, 66.1%), adverse events (41 items, 60.3%), and
concomitant drugs and/or therapy (67 items, 46.2
%) . In contrast, the frequent lack of description in
the source documents was associated with items con-
cerning patient background (18 items, 19.8%), mat-
tres regarding observation (11 items, 16.4%), and in-
formed consent (5 items, 12.8%).

Concerning the 693 individual items, we surveyed
each doctor responsible for the respective clinical trial
regarding the claims raised by the sponsors. For 110 i-

problems (Fig. 2). However, for 555 items (80.1%),
additional description and/or revision was required
for either the source documents or the CRF, and for
28 items (4.0%), reports on deviations from the
original protocol were required (Fig. 2).

DISCUSSION

From the present survey results, we found that an
item of concern was pointed out for 70.2% of the exa-
mined cases. Most were about an inconsistency be-
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tween the source documents and CRF, regarding the
description or lack of description in either the source
documents or CRF (Fig. 1A).

The classification most frequently pointed out by
the sponsors as problematic was use of concomitant
drugs and/or therapy (Fig. 1B and Table 1), and we
considered that one of the important factors for this
result might be related to the CRF forms.? We consi-
dered that many of the claims could be ascribed to the
variety of types of information required on the CRF
forms to describe the use of concomitant drugs and/
or therapy, which was dependent on the sponsors and
protocols utilized for clinical trials. It is proposed that
application of uniform CRF forms for this informa-
tion is required in order to maintain the quality and
consistency of data presented,

Concerning the content of the problematic con-
cerns pointed out by the sponsors, inconsistencies be-
tween the source documents and CRF were most fre-
quently found for matters regarding observations,
laboratory examinations, and compliance (Fig. 1B
and Table 1), These inconsistencies were associated
with misdescription of clinicat data and/or items for
evaluation in the CRF. Since it is possible that differ-
ences of description between the documents and CRF
may have a large effect on the evaluation of cases,
greater attention must be paid to accurately describe
these items in the CRF.

It was also revealed that the frequent lack of
description in the CRF was associated with items
regarding patient history and/or complications, ad-
verse events, and concomitant drugs and/or therapy.
The fact that these points were described in the source
documents indicates that the doctors did not
elaborate on them in the CRF. In contrast, the fre-
quent lack of description in the source documents was
associated with items regarding patient background,
observations, and informed consent. It is possible
that the doctors described these items on the CRF,
however, did not transcribe them to the source docu-
ments,

Our results showed that 96.0% of the concerns
raised by the sponsors were not associated with seri-
ous problems or could be rectified by additional
description and/or revision. However, for 4.0% of
the claims, submission of a report regarding a devia-
tion from protocol was required. These deviation
cases, which were associated with such problems as a
lack of patient data, alerted us to potential inaccura-

cies in the results of clinical trials.

In order to assure ethical and scientific aspects as
well as the reliability of clinical trials, it is important
to perform precise trials and give accurate data back
to the sponsors, thus, a properly completed CRF is re-
quired. Ohashi et al.> noted that it is necessary for
hospitals to examine the verification rate, inconsisten-
cy rate, and deviation occurrence rate involved with
SDV procedures, in order to evaluate the quality of
data management in medical institutions. In the
present study, we analyzed recent clinical trials per-
formed by our institution by examining feedback
reports submitted by sponsors. As a result, we found
it necessary for our hospital staff to compare descrip-
tions between the source documents and CRF in order
to evaluate the quality of clinical trials.

The results of the present analysis suggest the
necessity of good data management, including the ac-
curacy of the various pieces of information required
by sponsors, as well as consistency between the source
documents and CRF. Recently, it was suggested that
the involvement of clinical research coordinators
would be effective for maintaining the quality of clini-
cal trials.¥ Since clinical research coordinators have
begun to support the preparation of CRF forms in
our hospital, it will also be necessary to examine their
contribution toward solving the problems raised in
the present study.
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During performance of clinical trials in medical institutions, information regarding the safety of investigational
drugs is submitted by trial sponsors according to guidelines for good clinical practice. In the present study, reports of
clinical trials conducted at the University of Tokyo Hospital were examined, focusing on the safety information provid-
ed to the Institutional Review Board (IRB). Two hundred two reports (52 protocols) of safety information were sub-
initted to the IRB by clinical trial sponsors between April 2000 and March 2001, of which 185 contained a total of 3021
cases of adverse events. Of those, 194 reports were judged by clinical investigators/physicians not to be associated with
any significant problems and the trials were continued. For 157 of those 194 reports, it was considered unnecessary to in-
form the test subjects of the report contents, including the adverse events. The decision of whether or not the test sub-
jects should be informed of such contents tended to depend on the causal relationship between the adverse events and
drug intake, as well as the predictability of the adverse events. For 8 of those 194 reports, the IRB recommended that the
clinical investigators/ physicians provide information to the test subjects and/or submit detailed information on the sta-
tus of these subjects to the IRB. From these results, we suggest that establishment of a system to unify and evaluate drug

safety information is necessary to provide safe and efficient clinical trials.

Key words——investigational drugs; safety information; clinical trials; IRB

INTRODUCTION

During performance of clinical trials in medical in-
stitutions, information regarding the safety of inves-
tigational drugs is submitted by the trial sponsors ac-
cording to guidelines for good clinical practice. Inves-
tigators/physicians working at the University of
Tokyo Hospital are required to submit their opinion
in addition to relevant safety information to the In-
stitutional Review Board (IRB). Based on the sub-
mitted materials, continuation of the clinical trials of
the corresponding investigational drugs is discussed
and determined by the IRB.

In the present study, reports of clinical trials con-
ducted at the University of Tokyo Hospital were exa-
mined, focusing on the safety information provided
for the examined drugs to the IRB. We also analyzed
the correspondence submitted by the investigators
along with the final judgment by the IRB regarding
continuation/discontinuation of the respective study.

e-mail: risa-tky@umin.ac.jp

Based on the information obtained, the current status
and problems associated with the management of
safety information regarding investigational drugs are
discussed.

METHODS

Contents of the Safety Information Provided to the
IRB All cases considered by the IRB regarding
new safety information offered by the sponsors of
clinical trials in fiscal year 2000 (April 1, 2000 to
March 31, 2001} were reviewed. For the protocol
used for the investigational drugs, the report contents
were classified as either an adverse event report or
other. Further, the difference in number of reports of
adverse events was compared between those associat-
ed with foreign developed investigational drugs and
those associated with domestic development. We in-
vestigated the reported adverse events of each case
and classified them based on the kind of information
source, which included foreign and domestic post-
marketing data, foreign and domestic clinical trial
data, and published reports.
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Correspondence of investigators regarding safety
information and decision by the IRB We exa-
mined the contents of comments by the investigators/
physicians attached to each report and determined
whether they had informed the subjects who were
receiving administration of the investigational drugs
regarding the content of the respective report. The de-
cision of the IRB regarding the continuation of ¢lini-
cal trials based upon the submitted reports was also
examined.

RESULTS

Contents of Safety Information Examined by the
IRB During the survey period, 202 reports (52
protocols) concerning safety information were sub-
mitted to the IRB by the sponsors of clinical trials, of
which 185 (91.6%) contained a total of 3021 cases of
adverse events, with each report containing from 1 to
120 cases (Fig. 1). The average number of adverse e-
vents per protocol was 69 for drugs with foreign de-
velopment and 4 for those with domestic development
(Fig. 2). Foreign post-marketing data, foreign clini-
cal trial data, domestic post-marketing data, domestic
clinical trial data, and published reports accounted
for 80.6, 13.8, 2.6, 2.6, and 0.4%, respectively, of the
sources of information (Table 1).

Correspondence of investigators regarding safety
information and decisions by the IRB The opin-
ions of the investigators/doctors included in the 202
reports on safety information are shown in Fig. 3.
One hundred ninety four (96.0%) of these reports
were judged by the investigators/physicians not to be

associated with any significant problems and the trials
were continued. For 157 of those 194 reports, it was
considered unnecessary to inform the test subjects of
the contents, including the adverse events. Seven 3.5
%) reports led to an alteration of the testing protocol
and/or consent explanatory documents (Table 2).
Further investigation revealed that *‘an unknown
or weak causal relationship between adverse events
and drug intake’’, “known events with drugs that
were described in the consent explanatory docu-

Number of cases per
protocol

800
700 A
600
500
400
300
200
100

0 A

investigational drugs  investigational drugs
with domestic with foreign
development development
(4 protocols) (48 protocols)

E%»IJ»

average: 4 cases average: 69 cases

Fig. 2. Number of Cases of Adverse Events per Protocol

Reports on adverse event : 185 reports (91.6%)

* Unknown events: 161 reports 3021 cases
+ Critical known events: 104 reports (1~120 eases
per report)

(more than one event per report)

Others : 17 reports (8.4%)
+ Study reports on investigational drugs
* Changes in foreign package inserts

* Changes in control medicine’s package inserts etc.

Fig. 1. Contents of Safety Information Examined by the IRB
Two hundred and two reports for 52 protocols were analyzed,
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ments’’, and “‘insufficient information regarding the
adverse event’” were most often listed as reasons by
the investigators/physicians for not informing the test
subjects of the respective report contents, while
“‘unknown severe adverse events or unknown adverse
events whose causal relationship with drugs cannot be
denied’’, “‘unknown adverse events related with
drugs’’, and *'known, but severe adverse events relat-
ed with drugs’’ were most often given as reasons for
informing. In addition, reasons given for alterations
of protocol and/or consent explanatory documents
included ‘*‘changes in foreign package inserts’’ and
““appearance of reports of severe adverse events
regarding the corresponding investigational drug”’,

Among the 202 reports examined in the present
study, continuation of clinical studies was approved
by the IRB for 194 (96.0%), whereas conditioned ap-
proval was given for the remaining 8 (4.0%}. As for
those given conditioned approval, the IRB recom-
mended that the investigators/doctors provide infor-
mation regarding the drugs to the test subjects and
submit detailed information on the status of the sub-
jects (Fig. 4).

Table 1. Sources of Information on 3021 Cases of Adverse
Events

Source of information Number of cases (%)

Foreign post-marketing data 2436 80.6%
Foreign clinical trial data 416 13.8%
Domestic post—marketing data 78 2.6%
Domestic ¢linical trial data 79 2.6%
Published reports 12 0.4%

Total 3021 100.0%

Alteration of the testing protocol and/or
consent explanatory documents

7 (3.5%)

Table 2-1. Reasons Investigators Considered it Unnecessary
to Inform the Test Subjects of Safety Information

Contes ke,

Unknown or weak causal relationship 63
Known events 62
Insufficient information 48
No influence on occurrence frequency of adverse 26
events

Difference in target disease 17
Others 7

One hundred and fifty seven reports were analyzed, some containing
more than one reason.

Table 2-2. Reasons the Investigator Considered it Necessary
to Inform the Test Subjects of Safety Information

Number
Contents of matters

Unknown severe adverse events or unknown ad- 14
verse events whose causal relationship cannot be

denied

Unknown events 10
Known, but severe adverse events 5
Known event influencing the patient’s life 5
Others 3

Thirty seven reports were analyzed, some containing more than one rea-
son.

Table 2-3. Reasons that Led to an Alteration of the Testing
Protocol and/or Consent Explanatory Documents

Number
Contents of matters
Changes of foreign package inserts 4
Report of severe adverse reactions on investiga- 2
tional drugs
Changes of control medicine’s package inserts 1

Seven reports were analyzed.

1 (0.5%)

Onhers

Continuation of clinical trials due to assoeiation with no significant
problems .
{necessary to inform the test subjects of safety information)

37 (18.3%)

/////////////%///////)

Continuation of clinical trials due to assoctation with no significant
problems
(unnecessary to inform the test subjects of safety information)

157 (77.795)

Fig. 3. Opinions of Investigators/Doctors on Safety Information (n=202)
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qualified approval :>
4.0%

approval

96.0%

Contents of qualified approval {8 reports)
+providing safety information to subjects (3)

-alert to continuation of clinical trials (3)

*submission of detailed information on the status of subjects (2)

attention to drug-induced serious adverse events
attention to drug-induced drowsiness
attention to drug-induced hypoglycemia

Fig. 4. Final Decisions of IRB on the Continuation of 202 Clinical Trials
IRB cxamined 202 safety information reports and considered the investigator’s opinion.

DISCUSSION

The method of safety information management
regarding investigational drugs in clinical trials is de-
termined by good clinical practice, as safety informa-
tion is one of the most important factors for test sub-
jects to determine their entry into or continuation of
the trial. Saféty information is also important for the
IRB of each medical institution to discuss the con-
tinuation of clinical trials. However, the methods
used by trial sponsors to report such information and
medical institutions to manage these data have not
been unified in Japan. For this reason, medical insti-
tutions have been attempting to determine how to
point out problems associated with safety informa-
tion of drugs, as well as manage such information,
provide the appropriate information to test subjects,
and judge whether or not the clinical trials should be
continued based upon the submission of safety
information.!—®

‘Two hundred two reports regarding drug safety in-
formation were provided by clinical trial sponsors
from April 2000 to March 2001, most of which in-
cluded cases of adverse events that amounted to a
total of 3021. The number of cases in each report
ranged from 1 to 120. Further, the number of case
reports for drugs with foreign development was 69,
while there were 4 case reports for those with domes-
tic development. Ninety percent or more of the
sources of safety information had foreign origin,
resulting from the fact that our hospital accepts many
clinical studies of drugs that have been developed in
foreign countries. In addition, since some of the

drugs with foreign origin have already been used in
clinical practice in foreign countries, many pieces of
safety information are available in foreign countries.
The same situation has been reported by other
Japanese institutes performing the clinical trials. Stu-
dies in Kanazawa University Hospital revealed that
82.4% of 1907 case reports on safety information
submitted between April 1999 and November 2000
originated from foreign countries.? In addition, in
the International Medical Center of Japan, the survey
of 140 case reports on safety information submitted
between April 2000 and March 2001 revealed that 71,
8, 9 and 11% originated from foreign post-marketing
data, foreign clinical trial data, domestic post-mar-
keting data and domestic clinical trial data,
respectively.®

The investigators/physicians determined that most
of the problems regarding safety information were
not" serious enough to consider discontinuation of
clinical trials. However, approximately 20% of the
submitted safety information was communicated to
test subjects, of which a portion was associated with
alterations in the consent explanatory documents.
The final determination of whether or not the test
subjects should be informed of such information
tended to depend on the causal relationship between
the adverse events and drug intake, as well as the
predictability of adverse events. The important role
of the IRB to perform safe clinical trials was suggest-
ed from the finding that for 4% of the reports the IRB
recommended that the test subjects be informed of
reported contents and the investigators/physicians
reconsider the continuation of the clinical trials.




No. 4

229

The results of the present study revealed that many
pieces of safety information were submitted to our
hospital, however, there is no unified system available
in Japan to effectively manage such information.
Without such system, it is difficult for the IRB to rev-
iew all safety information in detail during the limited
term and consequently, it is possible that test subjects
can receive only limited pieces of safety information.
In addition, it is possible that the IRBs in each institu-
tion may make a different judgement for the same
safety information. In order to establish a high quali-
ty and uniform review system for the evaluation of in-
vestigational drugs, it is considered necessary to con-
struct a system that uniformly manages and evaluates
reports submitted to each medical institution, and/or
to prepare national guidelines for such uniform evalu-
ation.
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Development and Evaluation of Pharmaceutical Services in the ICU/CCU by Medical Staffs
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Questionnaires were sent out to the staffs (13 physicians, 52 nurses and 5 medical engineers) of the ICU/CCU at the
University of Tokyo Hospital, to evaluate pharmaceutical services by analyzing problems in the services offered. Four
components of pharmacecutical services were evaluated: inventory control of drugs, check of drug usage and doses, mix-
ing of injections, and offering drug information. Almost all responses from medical staffs evaluated pharmaceutical
services overall as “‘good”’. The high response rate (96%) from the nursing staff was attributed to the fact that they were
familiar with the pharmacist’s role with drug inventory, and mixing injections, when nursing was not available for these
tasks. Although 50% of physicians rated the pharmaceutical services of providing drug information as **good™, this
value was lower than responses on other items of the questionnaires, which suggests some dissatisfaction. The occur-
rences of drug information obtained by passive offering (121 subjects) was 4 times as common as drug information ob-
tained by active offering (30 subjects). From this finding, and comments on the questionnaires from physicians, it sug-
gests that physicians require more drug information for dosage regimens, and prefer the drug information to be pro-
vided more actively, Further, an important comment from physicians and nurses was that the services of pharmacists are
not available on all shifts/all days of the week to provide consultation for drug information and mixing of injections.
Although having a pharmacist available daily around the clock is desirable and ideal to the medical team, the number of
pharmacists under the present system cannot support this. As a solution, we think that it is crucial that pharmacists edu-
cate medical staff when they are present to in order to optimize therapy and patient care over time.

Key words——ICU/CCU; pharmaceutical service; medical staff; drug inventory control; mixing of injection; drug in-
formation offering
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Fig. 1. The Contents of Questionnaire for Pharmaceutical Services in ICU/CCU to Other Medical Staffs

5] ES

1. FEXFHEERE ICU/CCU ~DAREE
Table 1 {Z ICU/CCU ARSBEDOMRBHER &R
HEBAZERLE, 94 p ABOAZBREL ICU 156
%, CCURIZTHol ICU Ot 23
HThh, FELREHRESTWE BWEISES
DTWZHRNEESEAR (K BT i, EE

Tz d) 354 (22.4%), BHEAR (EEFS
/e &) 2048 (12.8%), ¥mdf EHdEHEl
&) 134 (83%) Thoik., —H, CCUTILT
ZERT, DEAR CREMRENE, KEIRATBER
#izE) 834 (68.6%), BEREANH (RiELHE
E, LAERE) 344 (28.1%) TiEEAERS
BHTWie, AEBHOTHFEMIIICUSE (1—
91 5%), CCU64R (1791 %) THb, CCUT
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Table 1. The Clinical Division and Disease of the Patients in
ICU and CCU (September 22, 2001—January 31, 2002)
(a) ICU

Clinical division Patients Main disease

Neurosurgery 35( 22.4%) Subarachnoidal bleeding,
subdural bleeding

Transplanta- 20( 12.8%) Post-living liver transplan-

tion surgery tation

Neuropsy- 13( 8.3%) Poisoning by drug

chiatry

Gastroenterol- 10( 6.4%)} Hemorrhage of digestive

ogy tract, alcohol poisoning

Orthopedic 8( 5.1%) Traffic injury

surgery

Section of vas- 8( 5.1%) Post-operation of abdomi-

cular surgery nal aortic aneurysm

Respiratory 8( 5.1%) Consciousness disorder,

medicine drowning

Others 54( 34.6%) Burn

(16 divisions)

Total 156(100.0%)
{b) CCU
Clinical division Patients Disease

Cardiovascular  83( 68.6%) Dissecting aneurysm, post-
surgery operation of thoracic aor-
tic aneurysm

Cardiovascular  34( 28.1%) Acute myocardial infarc-
medicine tion, cardiac failure
Others 4( 3.3%)
(5 divisions)

Total 121 (100,0%)

13 S0 LA EMNH 90% TH o7 (Fig. 2(a)). EH#H
EEA¥IICUSS R (1—31H), CCUS3H (
—30H) THO, Wkrra&dbiz—HEHEED
SEE 1S HEL B TEM - = (Fig. 2(b)).
Figure 31213, K 13E9 A—14FE 1 F OEHRM
NDOABTLERERERLE, ICUAZBEDA
BRIIPBARNF 60%, BEFIEINFFR HCU
ME 0% & Hdj-, CCU AZBBEDABTIIHE
Sk (43%) & BHITLEBARREDOBEL 40%,
BERZCESBRENK 60%, AR HCU A
0% THoik,

2. KREXRBOWNBLEBRE TRIZEIAR
—FR44E T BICBY S, 1HSD0OEAHE
1310 H 36.4+23.5 # (mean+S.D., n=20), 11 A
5314187 (n=21), 12 B 62.3£17.1 #f (n=
20), 1 H6LT+182 8 (n=19) Thoi=. 4£H
RIEW T 5% 7 RsiR MVICIERRT D53

(a)

407

301

201

101

Numbers of patients

- B Iy ” A Y S
0~ 10~ 20~ 30~ 40~ 50~ 60~ 70~ 80~

Age (year)

50 (b)

Numbers of patients

1 2 3 4 5 6 7 8~ 11~15~22~

Periods of stay (day)

Fig. 2. Classification of the Patients in ICU/CCU by (a) Age
and (b} Periods of Stay
Total patients in ICU: 7=156 and CCU: n=121, September 22, 2001—
January 31, 2002.
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(a) ICU

Transfer from other
hosgital 2%

General ward 30%
(including post-operation}|

N=156

57%
intemal HCU P
% R
Surgical HCU
9%
Leaving hospital
mortality 12%
Leaving hospital
6%
Transfer into other
hospital 5%
it N=156
General ward
12% ﬁ,_w;-“
Surgical HCY
62%
Internal HCU
3%

Emergency rcom

CCU

Transfer from other
hospital 1%

General ward

12%
&
Emergency room
. 43%

Post cargicsurgeric
operation 40%

Surgical HCU
Internal HCU 1%
2%
Leaving hospital .
martality 9% g""g'“' Hcu
Leaving hospital %
2%

Cargiosurgery
40%

Fig. 3. The Places (a) from where the Patients Enter and (b) into where Leave in ICU (r=156} and CCU (n==121}, September 22,

2001 —January 31, 2002
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Bt (14%) OEhiz, AR - ZEM - BEHE
W25%, TERERHEMEBMIIDOWTA13%, bk - 3

B, OEEM, MEEARZN%STHoRx, TR 14 E
| HOAZEBRFIZBITS TDM 21T~ BHIL 1
EZTHESEIBHETHD, TOEREMIF S
O LSS (66%), /N>OTA 2219
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vh— )+ ICU/CCU Iz BT B EHETEFIC DL
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Table 2 125 Uiz, EIERIE, EMN 134584
(62%) TiEMo/hl, BHEE 249504 9
%) ~ME (54954 100%) EEhor. THEH
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Passive

Physician 979

(a)

-

(b)

Passive

sage, Dose 36%

Storage 0%

Mixing, Stability,
Incompatibility 3%

Nurse 35%

Others 24%

Storage 13%

Active

Physician 64%

Active

Usage, Dose 11%

Pharmacolegical and adverse
effect, Drug interaction 11%

N=121 & Dosage form GWZI '

TDM, Dosage regimen 14% l

Mixing, Stability,

Dosage form 0%]

Pharmacological and adverse
effect, Drug interaction 6%

Incompatibility 25%

Fig. 4.
at January 2002

Classification of (a) Medical Staffs and (b) Contents of Passive (#==30) and Active Offering of Drug Information (n=121)

Table 2. The Answers of Questionnaire for Pharmaceutical Services in ICU/CCU to Other Medical Staffs

Physician (ICU) Nurse ME
Answers® n==8§(recovery rate : 62%) n=50(96%) n=5(100%)

1 2 3 4 5 1 2 3 4 5 1 2 3 4 5
Drug inventory control 6 2 0 g 0 37 5 2 3 1 3 0 1 1 0
Check of usage, dose, 6 0 0 1 1 38 1 5 0 4 0 0 0 1
drug interaction
Mixing of injection 7 0 0 0 1 41 5 1 3 0 0 0 0 0
Offering of drug 4 2 1 1 0 40 5 1 0 3 0 1 1 0

interaction

* 1:good, 2: normal, 3 : subjects to improve, 4 : no judgement, 5 1 no answer,

TESHOPE oW Tik, IXRTORET IR
V) AB0%LLELYD, MEORMMNRED) BE
WD 2% (14) DB THole, [HEHIREIRIZHEL)
KBTI, TRV WEEMTEY W) TH
oM, [ERS0% 44) EMEIX60% (34) T
HO, FITEMTIZ25% (24), ME T20% (1
%) IEORMH ) Thotz., ULOBIRAH

BIZBWTIERENS, TNTOEREBICHL
T, B TR WS FEHEEHBEN, fEh
KBWT HREORSED) OBRNRGNE. £
7o, BARNICHIRTA2Z&EELTIE, BROERC
BRELENSY, THEOFERIZDONTR, &ffn
TAEEBACERBRLTERLL (EE ), TEOM
AEA, BIfER, BIEHNEDEREOF v %
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LTEL WL (B, TWoTHERERE2HNS
DETEDZLSITLTEH LY (EH) ), TEREZED
REELO—BREES T LY (FHER 1, &
il « KB SFHICHEEL THEHEDORSHRDIER
DFzy7ELTERLYL (BB, TNRZEOR
EDFrv 7L THLY (BB, Moo=
(FHED) B 2RBEAHHUEToTEHLY (ME))
REDERMS 7=

1 £

WECLE IS, ICU/CCU Iz BT AEAIMIZL A
FREBICRABRARSZD s TURWED,
AIEFAS ICU/CCU IZHEE L THRI R B2 E T2
FERIHED Tz, YERIZ BV TIX ICU/CCU
DFABREAOHEEOEIZ, WA S ESIE I3
LTEHBDF— AER~OBHEEZRD SN &
Mo, BEHCXDEREH LML BN S D,
BREHIRZOMMEVOIHRTEHOESE D
EbN, FoAERENBRLLEEIINTWS LYY
arTHy, FHAEH, EETH THEOESX
CVTNE 1 LOERERIZHETS> Z&ic kD,
HREFICBISEOBWEYHEr T2 &
ReJRE LB EHBIBND, ZOI &S, ICU/
CCU BT DEREFOMEL ZOHMIZ, &
® WERERIMOXEEZRET S L CERICEET
HDEEZIONS.

ICU/CCU AZEBEDFE (Table 1, Fig. 2, Fig.
3) TR, MHE2ENIICU23#, CCUTETH
THLIBEALETRTOEHIHIES ThileZ &,
5, ICU/CCU BEAMMNER T2 I LiIcL T
PERHRD CERKEMIAMTEAHETHS
EEAD. BEDOEMICCU TIZ S0 R LR
BRI ORELEDTHD, BMFICHEERES
MEWTENRAS, BEOARTIIRENENLS
WE s M7= BENRPLK, CCU TIFIZERHEH»
SDEBENRH OB THY, ABHEEZAET
ICU,CCU &b ICEH 1AM T TH S &En
5, FRBENEELBEEEMREL TS, Kk
MHLBEREET S EMOBHISESMCBEILT
WD ZEWgn5.

AEHZBRHEDEL T Table L IZRLELEDICEHE
WTHRENETU Bz, EHZEICONTIIEMN
PEEMNEZL, TOZEMS ICU/CCU ~DHES

FOMMAEL, MBICAEEICERSIc A —5—
UTRICIRE T 2 — i CEBE L TWABET
EENS LD, BEBICRREEN SFERTS
NEeE< OB THRALTNWS, LEMoT, &
BT LERMTIT, LEREEZIILEREDERS
ERET LI EMRDEND. EELORHEMER &
WIER KR ORI, MAERICBITSELM
DRERBEITHDELEBITHBERENSBLEET
H5. FHEOREIL, ICU/CCUZB ML - M
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