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Testina Facilitv 

Quincy Research Center 
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Kansas City, MO 64127 

Kev Findings 

As indicated by post-dosing urinary bismuth excretion, the 
total amount of bismuth absorbed from the the Regular Strength 
and Maximum-Strength Pepto-Bismol formulations were found to be 
equivalent. Moreover, comparing urinary bismuth excretion to 
bismuth ingestion, less than 0.005% of the ingested bismuth ;;as 
absorbed. 

With regard to salicylate absorption, significantly more sa?:- 
cylic acid was found in the plasma and significantly more sail- 
cylic acid and salicyluric acid were voided in the urine after 
dosing with Regular Pepto-Bismol than after dosing with the 
Maximum-Strength formulation. The observed differences are SIX- 
ilar in magnitude to the difference in total salicylate csr,ter.t 
(including excipients) of the two formulations. Salicylate re- 
covery was 78% for Regular and 81% for Maximum-Strength. 
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Protocol Abstract 

An a-day bioavailability study comparing the plasma and urine 
salicylate profiles and the blood and urine bismuth profiles of 
two bismuth subsalicylate formulations was conducted among 16 
healthy, male volunteers. The study was conducted at Quincy 
Research Center between September 23, 1985 and November 18, 
1985 according to a randomized, crossover design. Following an 
overnight fast, each subject was administered either 8 doses 
(30 ml/dose) of regular Pepto-Bismol Liquid at half-hour inter- 
vals, or 4 doses (30 ml/dose) of Maximum-Strength Pepto-Bismol 
Liquid at one-hour intervals. Both regimens resulted in a 
total intake of 4.2 g of bismuth subsalicylate. Blood bismuth 
(Bi) concentrations were determined in whole blood samples 
taken over the 36 hours following initial medication ingestion. 
The amount of Bi absorbed was determined from consecutive 
12-hour or 24-hour pooled collections of urine taken over 8 
days following ingestion. Similarly, salicylic acid (SA) con- 
centrations were determined in plasma samples collected over 36 
hours, and total salicylate (salicylic acid and salicyluric 
acid) absorbed was determined from pooled urine collections 
over 8 days following ingestion. A B-day washout period 
followed the 8-day collection period for the first medication 
before dosing the second medication. Further details of the 
study logistics can be obtained from the Investigator's Final 
Report or the PB-118 Protocol, both in Appendix I. L 

Protocol Deviations 

As discussed on page 10 of the Investigator's Final Report (Ap- 
pendix I), there were three logistic departures from the pro- 
tocol. First, three subjects were entered into the study whose 
body weights were 1-2 kg below the specified minimum. Second, 
due to subject withdrawals, a total of 18 rather than 16 sub- 
jects participated in the study. Third, three blood samples 
were collected five or more minutes later than specified. 
These departures are deemed minor and are judged unlikely to 
affect the bioavailability comparison. 

In addition, due to samples being lost in transit or lost 
during the assay procedure, SA/SU concentrations were not 
measured in five plasma samples and in three urine samples 
(identified in the table below). Loss of these individual 
values is also judged unlikely to affect the bioavailability 
comparison. 

Subj 
Samnle Medication Number Time 

Plasma Maximum-Strength 9 0.5 hr 
Regular Strength 13 Baseline 
Maximum-Strength 13 1.0, 1.5, 2.0 !-.r lj 

Urine Maximum-Strength 1 6, 7, 8-day 
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Clinical Suonlies 

The Maximum-Strength formulation used in this study was manu- 
factured by The Procter & Gamble Company, Cincinnati, Ohio: the 
Regular Strength formulation was manufactured by Norwich Eaton 
Pharmaceuticals Inc., Norwich, New York. The formulations were 
prepared to be as identical as possible in color and flavor and 
were packaged in identical amber, glass bottles. Subject num- 
ber assignments to the medication orders were randomly deter- 
mined (in blocks of two) by a computer program. Each subject 
was assigned one sixteen-ounce bottle of each formulation for 
use during the study. 

Subiect Accountability 

Eighteen (18) subjects participated in this study with only 16 
completing the entire trial. One subject withdrew for personal 
reasons after the 6-hour blood draw on day 1 of the first medi- 
cation (Regular Pepto-Bismol); the other subject withdrew for 
unknown personal reasons on day 6 post-dosing of the second 
medication (Maximum-Strength Pepto-Bismol). Therefore, side 
effects associated with Regular Pepto-Bismol were evaluated in 
18 subjects, and side effects associated with Maximum-Strength 
Pepto-Bismol were evaluated in 17 subjects. The withdrawals 
are also documented on page 10 of the Investigator's Final 
Report (Appendix I), but the times of the mid-study withdrawals 
are incorrectly described as "between treatment periods." 

Clinical Comulaints 

As documented on page 11 and in Appendix M of the Investiga- 
tor's Final Report (Appendix I of this report), several 
subjects reported clinical symptoms during the trial. All but 
three complaints were judged by the investigators to have no 
relationship to the test medications. These three are sumna- 
rized in the following table. 

Onset 
Subi Svmutom Medication Day Time Duration Relationship 

4 Heartburn Regular 1 2400 5 hrs Possible 

8 Nausea Maximum 3 1820 6 hrs Possible 

10 woozy Maximum 2 2150 6.5 hrs Remote 

The following quote from page 15 of the Investigator's Fi-31 
Report (Appendix I) gives the Investigator's interpretatlcn of 
the relevance of these complaints. 
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11 . ..none of the symptoms were felt to be clinically 
significant and none warranted medical intervention or 
early termination from study participation." 

Analytical Technicrues 
I 

. Bismuth (Bli 

All Bi assays were performed at The Procter 61 Gamble Company 
using an HGAAS (Hydride Generation Atomic Absorption Spectro- 
scopy) technique. Instructions for sampling, storage and ship- 
ping the blood and urine specimens used for Bi analysis are 
given in Appendix III. Who le blood samples were obtained using 
Vacutainer Trace Metal Tubes (Navy-colored stoppers) containing 
sodium heparin. Assay method sensitivity was 5 ppb in blood 
and 1 ppb in urine. The statistical analysis results were 
reported in terms of ppb (rig/m l) of Bi in the blood, and total 
mcg of Bi voided in the urine. A value of 0 was used in the 
statistical analysis for all samples yielding non-detectable 
concentrations. 

Salicvlate (SA and SU) 

All salicylate assays (both SA and SU) were performed at Kansas 
City Analytical Services using an HPLC (High Pressure Liquid 
Chromatography) technique. Plasma samples were obtained using 
Vacutainers (Gray-colored stoppers) containing potassium oxa- 
late and sodium fluoride. Assay results for both plasma and 
urine were reported in terms of mcg/ml; the method sensitivity 
was 5.00 mcg/ml for SA in plasma, 0.50 mcg/ml for SA in urine 
and 2.00 mcg/ml for SU in urine. A value of 0 was used in the 
statistical analysis for all samples yielding non-detectable 
concentrations. Listings of the raw data, standard curve suz- 
maries and other associated analytical data are given in Appen- 
dix IV. 

Data Handlinq 

Only the 16 subjects who completed the entire study were 
included in the statistical analysis of the bioavailability 
parameters. Statistical treatment of the data was performed 
using Release 5.08 of SAS (Statistical Analysis System, SAS 
Institute Inc., Cary, NC) at The Procter C Gamble Company. IS!4 
SAS data files were constructed and used for storage of all 
information. 

< 

Statistical Analvsis 
L 

The following parameters were analyzed using both conventlzrll 
Analysis of Variance technlq.Jes for crossover designs an3. 
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nonparametric Wilcoxon 2-sample tests. Statistical signi- 
ficance was defined as a two-sided p-level of 0.05 or less. 
Due to occasional missing assay values in the analyses, the 
results are reported using the LSMeans (Least Squares Means) 
which adjust for the imbalance. 

Bismuth (Bi) 

Whole Blood: Since no bismuth was detected in any blood 
samples collected after subjects were dosed with the test 
medications, these data were not statistically analyzed. 
(Two bismuth levels above the detection limit were found, 
however, in the pre-dose blood samples.) 

Urine: 1) Total Bi voided during the 8-day (192-hour) post- 
dose sampling period. 

2) Amount of Bi voided during the -12-O hr pre-dose 
period and during each of the following pooled 
collection periods: O-12, 12-24, 24-48, 48-72, 
72-96, 96-120, 120-144, 144-168 and 168-192 hrs. 

Salicvlic Acid (SAI 

Plasma:l) 

2) 

3) 

4) 

Urine: 1) 

2) 

AUC O-36: Area under the concentration-time curve 
through the first 36 hours after initial medica- 
tion ingestion. 

Cmax: maximum observed concentration. 

Tmax: time of Cmax. 

Plasma concentrations at each sampling time 
point. 

Total SA voided during the 8-day (192-hour) post- 
dose sampling period. 

Amount of SA voided during the -12-O hr pre-dose 
period and during each of the following pooled 
collection periods: O-12, 12-24, 24-48, 48-72, 
72-96, 96-120, 120-144, 144-168 and 168-192 hrs. 

Salicvluric Acid (SUL 

Urine: 1) Total SU voided during the 8-day (192-hour) post- 
dose sampling period. 

2) Amount of SU voided during the -12-O hr pre-dose 
period and during each of the following pooled 
collection periods: O-12, 12-24, 24-48, 48-72, 
72-96, 96-120, 120-144, 144-168 and 168-192 hrs. 
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Results 

'Bismuth (Bil 

Whole Blood: Table 1 presents summary statistics for the 
whole blood Bi assays. As stated above, no statistical 
analysis of these data was performed. 

Urine: Table 2a displays summary statistics for the urine Bi 
assays. Although the amount of Bi voided with the Maximum- 
Strength formulation is greater than the Regular Strength 
formulation (in total and during most of the individual 
collection periods), the differences are not statistically 
significant. Further investigation reveals three subjects 
(#6, #lo03 and #1004) who exhibited large differences in Bi 
excretion values between the two test medications. This can 
be seen in the table below. 

Subject 

2 119 73 46 
3 60 30 30 
4 89 38 51 
5 116 88 28 
6 55 188 -133 
7 88 61 27 
8 37 55 - 18 
9 46 69 - 23 

10 85 86 -1 
11 79 141 - 62 
12 83 50 33 
13 47 42 5 
14 57 82 - 25 
16 50 70 - 20 

1003 311 47 264 
1004 296 79 217 

Total Si Voided (mcu) 
Max. Str. Regular Difference Averaae 

96 48% 
45 67% 
63.5 80% 

102 27% 
121.5 109% 

74.5 36% 
45.5 40% 
57.5 40% 
85.5 1% 

110 56% 
66.5 50% 
44.5 11% 
69.5 36% 
60 33% 

179 147% 
187.5 116% 

* Percentage = difference/average Bi voided x 100% 

Percentage* 

The following procedures were undertaken to investigate 
these three subjects. First, the testing facility was con- 
tacted to determine if there was a possible dosing error, 
but all dosing records indicate this was not the case. 
Second, the plasma and urine salicylate measurements for 
these subjects were inspected and found to be comparable to 
the other subjects (also indicating correct dosing). Next, 

the raw data from the Bi assays were investigated and, 
again, nothing was found zhli-, -? accounts for the suspect 

L 

L 
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values. The samples in question were analyzed at the same 
time as samples from several other subjects whose values do 
not appear aberrant. 

One common condition among these three subjects, however, 
was found. The drug administration schedule (Appendix H of 
the Investigator's Final Report) shows that they were the 
only ones participating on October 30, 1985. This time cor- 
responds to the test period for Maximum-Strength Pepto- 
Bismol for subjects 1003 and 1004 and Regular Strength 
Pepto-Bismol for subject 6 (the three suspect values in the 
table above). Nothing else in the study records was found, 
however, which explains why the "off-phase'@ participation 
would account for the apparent inconsistency. 

Although no definitive reasons for deleting the suspect data 
were uncovered, summary statistics on the urine Bi assays 
without subjects 6, 1003 and 1004 were calculated to deter- 
mine the extent of their influence on the results. These 
data are presented in Table 2b and show a numerically negli- 
gible as well as statistically non-significant difference in 
the total amount of Bi voided in the urine after dosing with 
the two test medications. Although statistically signifi- 
cant differences were observed between the formulations on 
days 4 and 6, the isolated nature of these differences makes 
interpretation difficult. 

The average Urine Bi excretion values and the range of ob- 
served values are presented graphically in Figures 1 and 2 
for the entire data set, and in Figures 3 and 4 for the 
supplemental data base excluding subjects 6, 1003 and 1004. 

Salicvlic Acid (SA) 

Plasma: Results of the plasma SA analyses comparing AUC O-36 
hr, Cmax and Tmax values are given in Table 3a. These anal- 
yses indicate that these pharmacokinetic parameters are not 
statistically different after dosing with either of the two 
test medications. The area under the concentration-time 
curve for Regular Pepto-Bismol is "directionally@' greater 
than the area under the curve for Maximum-Strength Pepto- 
Bismol. The difference of 6.1% between the AUC values is 
likely due to differences in the total salicylate content 
between the formulations. There was approximately 15% more 
salicylate administered with the Regular Strength formula- 
tion than with the Maximum-Strength formulation tested in 
this study. 
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Results of the analyses comparing the plasma SA concentra- 
tions at each sampling time point are given in Table 3b and 
shown graphically in Figure 5. These analyses indicate that 
dosing with the Regular Strength formulation produces great- 
er plasma SA concentrations than does dosing with the 
Maximum-Strength formulation. The concentration is signifi- 

'9 cantly (~~0.05) greater at the 3-hr and 4-hr sampling times, 
' and l*directionallyll (~~0.10) greater at the 2-hr, 5-hr and 

lo-hr sampling times. Again, these differences are likely 
attributable to the 15% difference in total salicylate be- 
tween the two formulations. 

Urine: Results of the analyses comparing the total SA voided 
during the 1920hour observation period and the amount of SA 
voided during each sampling interval and are summarized in 
Table 4. These results show that more SA was voided in the 
urine after dosing with the Regular Strength formulation 
than after dosing with the Maximum-Strength formulation. 
Statistically significant (peO.05) differences are observed 
a) throughout the study (O-192 hours) and b) during the 
first 12 hours after ingestion. These differences (14% and 
19%, respectively) are similar to the 15% difference in 
total salicylate content between the formulations. 

Salicvluric Acid (SU) 

Urine: Results of the analyses comparing the total SU voided 
during the 1920hour observation period and the amount of SU 
voided during each sampling interval and are summarized in 
Table 5. Although the results show that more SU was voided 
in the urine after dosing with the Regular Strength fonnu- 
lation than after dosing with the Maximum-Strength formula- 
tion, the differences are not statistically significant 
(pcO.05). As with the SA, however, the observed differences 
(9% to 12%) are similar to the 15% difference in total sali- 
cylate content between the formulations. 

Discussion 

As indicated by post-dosing urinary bismuth excretion, the 
total amount of bismuth absorbed from the the Regular Strength 
and Maximum-Strength Pepto-Bismol formulations were found to be 
equivalent. Moreover, when the greatest total urinary bismuth 
excretion value (101 mcg for Maximum Strength) is compared to 
the 2.46 g of bismuth administered, less than 0.005% of the 
ingested bismuth was absorbed. 

c 

b 

V 

PBllSREP m --f-t 



with regard to salicylate absorption, significantly more SA was 
found in the plasma and in the urine while directionally more 
SU was found in the urine after dosing with Regular Pepto- 
Bismol than after dosing with the Maximum-Strength formulation. 
The observed differences are similar in magnitude to the differ- 
ence in total salicylate (including excipients) between the two 
formulations. Salicylate recovery was 78% for Regular Strength 
(397 mg SA and 1239 mg SU versus 2104 mg administered), and 81% 
for Maximum-Strength (341 mg SA and 1127 mg SU versus 1816 mg 
administered). 

Prepared by: /’ /:,* /- -, ',I/. -' ,~ 
T. K. Balm , I 

Approved by: y/q 8 L‘c , 7) ' /‘, fT ‘;3,,‘5 7 

J. B. Lucas, M.D.' ' 

Approved b --al- 
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Table 1 

Results of Whole Blood Bi Assays 

Subjects with 
Sample Sample Detectable Bi 

Time Treatment Size Concentration 
Concentrations (ppb) 

Maximum Median Average 

Max. Str. 16 
Regular 16 

2 
0 

9 
<5 

<5 0.8 
<5 0.0 

0-hr 

Max. Str. 16 0 
Regular 16 0 

<5 
<5 

t5 
t5 

0.0 
0.0 

4-hr 

Max. Str. 16 0 
Regular 16 0 

<5 
<5 

<5 
<5 

0.0 
0.0 

8-hr 

Max. Str. 16 0 
Regular 16 0 

<5 
<5 

<5 
<5 

0.0 
0.0 

12-hr 

Max. Str. 16 0 
Regular 16 0 

<5 
<5 

t5 
t5 

0.0 
0.0 

36-hr 

Note: To compute average concentrations, a value of 0 was 
used for all assays below the detection limit of 5 ppb. 
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Sample 
Period 

Total 
(O-192 hrs) 

-12-O hrs 
(Pre) 

O-12 hrs 

12-24 hrs 

24-48 hrs 

48-72 hrs 

72-96 hrs 

96-120 hrs 

120-144 hrs 

144-168 hr:; 

Sample 
Treatment Size 

Max. Str. 16 
Regular 16 

Max. Str. 16 
Regular 16 

Max. Str. 16 
Regular 16 

Max. Str. 16 
Regular 16 

Max. Str. 16 
Regular 16 

Max. Str. 16 
Regular 16 

Max. Str. 16 
Regular 16 

Max. Str. 16 
Regular 16 

Max. Str. 16 
Regular 16 

Max. Str. 16 
Regular 16 

Max. Str. 16 
Regular 16 

Table 2a 
Results of Urine Bi Assavs 

Microqrams of Bi Voided Cumulative Percent 
Min 

37 
30 

0 
0 

1 
3 

1 
3 

5 
3 

3 
3 

1 
0 

3 
0 

2 
0 

1 
0 

1 
0 

Max Median Average p-level Amount of total 

311 81 101 
188 70 75 0.30 

3 
4 

1 
1 

1 
1 0.92 

69 10 15 
41 16 17 0.63 

15 15% 
17 23% 

58 9 14 
27 9 10 0.35 

29 29% 
28 37% 

59 13 18 
23 11 11 0.19 

47 47% 
39 52% 

38 10 12 
25 8 9 0.34 

59 59% 
48 64% 

30 10 11 
25 5 7 0.19 

70 69% 
55 74% 

37 7 9 
21 6 6 0.25 

79 79% 
61 82% 

27 8 9 
12 5 5 0.09 

88 87% 
67 89% 

25 
13 

20 
11 

7 
4 0.17 

95 
71 

94% 
94% 

6 
4 0.25 

101 
75 

100% 
100% 

Note: p-level refers to the statistical comparison of the average amount (mcgs) Bi voided 
tluri11q the speci fietl r;ample period. 



Table 2b 
Results of Supplemental Urine Bi Assavs 

Deletins Subiects 6. 1003 and 1004 

Cumulative Percent 
Amount of total 

Micrograms of Bi Voided Sample 
Period 

Total 
(O-192 hrs) 

-12-O hrs 
W-e) 

O-12 hrs 

l.‘-24 hrs 

%.I-48 hrs 

48-72 hrs 

72-96 hrs 

96-120 hrs 

120-144 hrs 

144-168 hrs 

Sample 
Size 

13 
13 

13 
13 

13 
13 

13 
13 

13 
13 

13 
13 

13 
13 

13 
13 

13 
13 

13 
13 

1 3 
13 

a 
37 
30 

0 
0 

1 
3 

1 
3 

5 
3 

3 
3 

1 
2 

3 
0 

2 
1 

2 
1 

1 
0 

Max Median Averase p-level Treatment 

Max. Str. 
Regular 

Max. Str. 
Regular 

Max. Str. 
Regular 

Max. Str. 
Regular 

Max. Str. 
Regular 

Max. Str. 
Regular 

Max. Str. 
Regular 

Max. Str. 
Regular 

Max. Str. 
Regular 

Max. Str. 
Regular 

Max. Str. 
Regular 

119 79 73 
141 69 69 0.66 

0.60 

0.07 

0.99 

0.40 

0.80 

0.04 

0.45 

co.05 

0.38 

0.36 

3 
4 

1 
1 

1 
1 

la 8 9 
41 13 15 

9 
15 

12% 
22% 

18 25% 
24 35% 

30 42% 
35 51% 

39 54% 
44 64% 

48 66% 
50 73% 

54 74% 
55 80% 

62 85% 
60 88% 

68 
65 

73 
69 

93% 
94% 

100% 
100% 

19 9 9 
19 8 9 

20 
22 

13 
10 

12 
11 

15 8 9 
17 9 9 

19 9 9 
10 5 6 

12 6 6 
9 6 5 

16 8 8 
9 5 5 

20 4 6 
13 4 4 

11 
a 

4 
4 

5 
4 

amount (mcgs) Bi voided Note: p-level refers to the statistical comparison of the averaqe 
(1urlnq the :;~)cc*I 1 ietl :;;irny,1.e pc>t-iod. 



TABLE 3a 

Results of Plasma SA Pharmacokinetic Parameter Analyses 

Parameter 
Maximum Regular 
Strength Strength p-value 

Sample Size 16 16 

AUC O-36 1206.25 1284.45 0.08 
(mcg hr/ml) 

Cmax (mcg) 106.58 110.47 0.21 

Tmax (hrs) 4.19 4.22 0.89 

TABLE 3b 

Results of Plasma SA Sampling Time Analyses 

SA Concentration (mcs/ml) 
Sampling Maximum Regular 

Time Strength Strength p-value 

Sample Size 16 16 

0-hr 0.00 0.00 -m-s 
0.5-hr 12.04 8.96 0.40 
l.O-hr 20.73 25.43 0.17 
1.5-hr 43.33 47.32 0.55 
2.0-hr 48.16 57.10 0.06 
2.5-hr 67.33 74.11 0.15 
3.0-hr 74.84 85.43 to.01 
3.5-hr 93.54 98.24 0.29 
4.0-hr 98.54 108.71 0.02 
5.0-hr 99.73 104.74 >0.05 
6.0-hr 93.51 96.14 0.36 
7.0-hr 86.57 88.45 0.35 
8.0-hr 78.61 79.95 0.59 
lo-hr 65.07 69.42 >O.Oj 
12-hr 52.69 55.02 0.24 
16-hr 31.63 34.14 0.16 
24-hr 7.70 8.67 0.48 
36-hr 0.00 0.00 ---- 
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sample 
Period Treatment 

Sample Milligrams of 
Size SA Voided 

Total Max. Str. 16 340.67 
(O-192 hrs) Regular 16 397.07 

-12-O hrs Max. Str. 16 0.05 
(Pre) Regular 16 0.02 

O-12 hrs Max. Str. 16 209.35 
Regular 16 259.72 

12-24 hrs 

24-48 hrs 

48-72 hrs 

72-96 hrs 

96-120 hrs 

120-144 hrs 

144-168 hrs 

168-192 hrs 

Table 4 

Results of Urine SA Assays 

Max. Str. 16 111.81 
Regular 16 116.94 

Max. Str. 16 18.85 
Regular 16 19.31 

Max. Str. 16 0.46 
Regular 16 0.57 

Max. Str. 16 0.11 
Regular 16 0.15 

Max. Str. 16 0.00 
Regular 16 0.05 

Max. Str. 16 0.00 
Regular 16 0.10 

Max. Str. 16 0.04 
Regular 16 0.16 

Max. Str. 16 0.00 
Regular 16 0.03 

p-level 

0.02 

0.53 

0.03 

0.69 

0.90 

0.72 

0.67 

0.33 

0.26 

0.49 

0.33 

PB118REP 
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sample 
Period Treatment 

sample Milligrams of 
Size SU Voided 

Total Max. Str. 16 1127.14 
(O-192 hrs) Regular 16 1239.45 

-12-O hrs Max. Str. 16 0.18 
(Pre) Regular 16 0.00 

O-12 hrs Max. Str. 16 538.59 
Regular 16 613.21 

12-24 hrs 

24-48 hrs 

48-72 hrs 

72-96 hrs 

96-120 hrs 

120-144 hrs 

144-168 hrs 

168-192 hrs 

Table 5 

Results of Urine SU Assays 

Max. Str. 16 476.88 
Regular 16 522.25 

Max. Str. 16 107.96 
Regular 16 101.83 

Max. Str. 16 
Regular 16 

Max. Str. 16 
Regular 16 

Max. Str. 16 
Regular 16 

Max. Str. 16 
Regular 16 

Max. Str. 16 
Regular 16 

Max. Str. 16 
Regular 16 

3.14 
1.91 

0.40 
0.13 

0.00 
0.00 

0.00 
0.00 

0.00 
0.00 

0.00 
0.00 

p-level 

0.11 

0.33 

0.19 

0.27 

0.81 

0.49 

0.46 

---- 

---a 

---w 

--em 
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mfXNISIR4TIVE WY 

I. PROTOCOL INFoRxATI(rJ 

A. 

B. 

c. 
D. 

E. 

F. 

G. 

H. Test Material: (Appendix F) 

Bisnuth Subsalicylate Liquid (1.758 BSS) (Pepto Bismol) 
Bisnuth Subsalicylate Liquid (3.51 BSS) Extra Strength 

QRC 1996 

Title: A Comparative, Randopired, 
Crossover Bioavailability Study 
of Mrltiple Oral Doses of Pepto 
Bismol Liquid 

Sponsor: The Procter 6 Gamble Company 
11511 Reed Hartman Highway 
Cincinnati, Ohio 45241 

Sponsor Protocol ID: 

Quincy Research Center ID Number: 996 

Objective: 

To ware the bioavailability of mltiple doses of bismuth sub- 
salicylate in two different formulations. 

Experimental Design: 

An open label, randomized, multiple dose, two-way crossover, 
bioavailability study 

Sttiy Participants : (Appendix D> 

Number Required Mmber Enrolled 
by Protocol (exposed to Test Material) 

16 18 

-2- 



II. .sIuDY PERsomm (~IGATOR AND FACILITIES) : 

A. Principal Investigator: 

B. Co-Investigators: 

Philip T. Leese, M.D. 

John D. Arnold, M.D. 
Walter N. Porter, M.D., Ph.D. 
Gary A. Thompson, M.D. 

C. Clinical Facilities (Center): Quincy Research Center 
5104 East 24th Street 
Kansas City, Missouri 64127 
t 816) 483-1850 

D. Clinical laboratory Facilities: Quincy laboratory Services 
5101 East 24th Street 
Kansas City, Missouri 64127 
(816) 483-1850 
(DHHS Registration No. 26-8118) 
(CLIA No. 24-1110) 

E. Study Direkor: Judy Meinders, B.S. 
Yuko Williams, KS. 

F. Report Preparation: Julie Sew11 

III. W LEVEL ANUTICAL FXILITI&: (Appendix J - Bioavailability) 

Salicylate Samples: Kansas City Analytical Services 
l2302 Johnson Drive 
Shawnee Mission, Kansas 66216 

Bismth Samples: Procter and Gamble 
11511 Reed Ha- Highway 
Cincinnati, Ohio 45241 

QRC (996 -i- 
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Name and Title 

James B. Lucas, M.D. 
Medical Affairs Director 

Douglas Ws. Bierer, Ph.D. 
Toxicologist 

Frederick W. Mitchell, &I..%. 
Mni tor 

Anthony Gonsalves 
Project Representative 

Nancy Flelvloy 

v. msrfmI0NAL REVIEW BOARD (INO: (Avpdix Cl 

Site Visit Dates 

No visits reported 

No visits reported 

No visits reported 

No visits reported 

g/23/85; g/24/85 . 

b 

A. IRB Conmitt=: Quincy Research Center 
Institutional Review Committee 

B. Date of Charter: 

C. IRBChaiman: 

D. Aoproval Dates: 

1. Protocol 

September 1, 1981 

H. Eugene Smith, M.D. 

8/28/8S; lQ/l6/85 (update 
information) 

2. Consent Form 8/28/8S 

QRC #996 -4- 



VI. AMINISTRATIVE WTES: 

A. Protocol start Date: 

B. Date Randanization Code Revealed: 

C. Protocol Completion: 

1. Volunteers Screened for Enrollment 

2. Volunteers Maitted to Center: 

3. Volunteers Discharged from Center: 

4. Volunteers Discharged from Study: 

5. Issue of Case Report Forms: 

6. Return of Unused Test Material 

9/24/85 

Open-label . 

09/U/85-10/14/85 

09/23/85-.10/15/85 

09/24/85-U/07/85 

09/25/8511/18/85 

U/21/85 

01/07/86 

VII. INVESTIGATIONAL IRUG AIMINISTRATION: (Appendix F, G, H) 

A. 

0 

B. 

c. 
D. 

E. 

Bismuth Subsalicylate Liquid 
(1.751 BSS) (Pepto Bismol) 

Bisrmth 
(3. St 

Mode of Administration: Oral 

Nwnber of Treatment Periods: TWO 

Schedule of Drug Administration: 

Subs&icyWlate Liquid 
8SS) Extra Strength 

Formulatim: 

Each medication -bottle was CgorousIy mixed for 30 seconds and 
allwed to stand for two nunutes mediately prior to pouring 
exactly 30 mls of the test material into the medicine cup from 
which it was administered according to the following schedule: 

REQhAR STREMM: 30 mls at 30 minute intervals for a total 
of 8 doses (240 ml total) 

IWBLE slREmH: 30 mls at 1 hour intervals for a total of 
4 doses (120 mls) 

Washout Interval : A minirmrm of six days between 
treatment periods 

bad 

QRC #996 
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VIII. scEWLE OF -, TESTS, AND MEAsuRB(EMs: (Study Director’s 
Schedule provided in Appendix I) 

Flowchart-Days 
b 

IBaa):1 mum2 
~-1123456789lOlll2l31415161718l92lZl22n 

X 

xx xx 
xx xx 

X WI-------- X X -Be-- -----------w X 

--a----- 
jixxxxxxxx~ 

X ----------------- X 
xxxxxxxxxx 

X X 
X o--s-- X 

X 

QRC 1996 -6- 



0 
I 

VIII. ALE OF pRocEUJRES, TESIS, MD M3WRHENl’S: bnt.) 

Flow Chart - lburs 

MYS OF !mDY: Actual Time 
00 0800 0845 0900 0930 1mmflf-j 1200 1230 13~ 1400 1~0 1~ 1700 18~ 1Qw 21~ 

Procedure Hour 
Experimental TIM: 

Mln Hour Min -12 -4 -1 ‘-'13 0 %- Hour 
1 1.5 2 2.5 3 3.5 4 5 6 7 8 9 10 12 

Urine Collection 

Vital Signs 
Blood Collection 

------------------- 
;----------x xx ----------_--------------------- ----------------------------------------- xx- 

X 

- Salicylate 
Blood Collection 

- Bisnuth 
Drug Administration 
Breakfast 
Lunch 
111 nner 

X x x x x x x x x x x x x x x 

X 
xx xxxxxx 

X X X 
X 

X 
X 

-7- 
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VIII. -OWKCEWE~, 

Flow 

Wys OF SKIIN: 2,16 

TESTS, AND IaAsmmm: kont.1 

Chart - Hours (cont. ) 

l 

Procedure 

Urine Collection 
Vital Signs 
Blood Collection - 

Salicylate 
Blood Collection - 

Bisnuth 
Breakfast 

Dinner 
Snack 

Actual Time 
3100 0500 0900 0930 13001730 2000 2100 

Experimental Time 
16 hr 20 hr 24 hr 24.5 hr 28 hr 32.5 hr 35 hr 36 hr 

~~~-~~-~~-~ xx ----------------.----..............- 
X 

X X X 

X 
X 

X 
X 

X 

~10~ chart - Hours (cont.) 

MYS OF SIUDY: 3,4,5,6,7,8 MD 17,18,l9,20,21,U 

Procedure 

OS00 
Actual Time 

0900 0930 1300 1730 2000 
Experrmental Time 

l 

Urine Collection -------- xx -----.------........-.....------- 
Vital Signs X 
Breakfast X 
Lunch X 
Dinner X 
Snack X 

l Experimental Time 

Days of study Experimental Time 

3,17 
4,18 
5.19 

6,20 7,21 
8,22 

48 hour 
72 hour 
96 hour 

:z kr 
168 hour 

QRC #996 -8- 



VIII. SaEuJu 

MYSOFSIWY: 

OF pRo(=EIxIREs, 

Flow 

93 

procedure 

Vital Signs 
Clinical Laboratory* 
Urine Collectim 
Breakfast 
Discharge From Center 

* Day of study 23 only. 

TESTS, AND B: bnt.) 

Chart - Hours (cont. 1 

b 

a500 
Actual Time 

0800 0900 0930 1030 
Experimental Tme 

192 hr 

X 
X -__-----___-_____-___ X 

X 
X 

c 

0 

QRC (996 -9- 
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IX. ~OFCDMPLIANCEWITHPWCEWESANDSUER&ES: 

The sttiy was conducted according to protocol with the following 
excepticms: 

Inclusion Deviation 

‘Ihree subjects were entered into study participation weighing less than 
the mininm required weight of 65.0 kg. 

Subject Drug Nunber Amount Underweight 

11 
12 
I.3 

Enrollment : 

1.2 kg 
1.9 kg 
1.0 kg 

Sixteen Subjects were screened, qualified and admitted to the Center. 
On Day of Study 1, just prior to dosing, the gentleman $0 was to be 
dosed with medication assigned to Subject nmber six decided to remove 
himself from study participation. Between treatment periods, two 
Subjects (101 and 1s) removed themselves from participation. Three new 
Subjects were screened, qualified and enrolled in the study to complete 
the required nunber of subjects. These three Subjects were assigned 
drug nmbers 06, 1003 and 1004. 

Blood Collection 

Three samples uere collected five or more minutes later than 
scheduled. Otherwise, all blood samples were drawn either on time or 
within me to four minutes of the expected time. 

QRC 1996 -lO- 



X. CLINICALaCrER\nBIOFRESJLlSOFlliESIUDY 

A. Sympt-tology by Organ System 

Table 1 
organ Systems . 

Day of Subgj=erug No 
study Symptom Digestive Nervous HEEKT Respiratory Integunent 

xi 
03 

15 04 
OS 
06 
07 

17 iii 

4,: 10 11 
12 
13 

8 
ii 

5 
19 $3 

1004 

Totals: 

organ systm 

Digestive 

Nervous 

Respiratory 

Integument 

X 

i 
X 

I 
X 

X 
X 

X 
X X 

z 

X 
X 

X 
X 

11 2 2 2 1 

symptoms 

Heartburn, nausea 

Wooziet’, elevated temperature 

Sore throat, rhinorrhea, headache 

Productive cough 

Glass in left band 

X* 

* Reported Day of Study 8; accident occurred approxinrately one month ago. 

QRC #996 -II- 
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B. CLINICAL IABlRA~y: (Appendix K - Reference Ranges) 

‘hble 2a 
lianatology 

: 
E . 

8.5 02s ID.1 : 
. 4.54 

ii : (Cl) (f71 : 
(4mzl Ei 

IO . . 4.80 wn 
11 . . 

I& : 03.1) cls.2) : 

: 15.1 03.2) : 
. 
. 

: 14.6 
. 
. 

. 14.9 

. l3.8 4l.z (38.9) : 

. . . 

=3 l subiserug : (78-97 u ) . (2X2-34.2 wg ) : (u.FE.sv : 
. i3ase Base FlMr . Final . &Se Final . 'Base Final . -- 

04 : c981 ml : 
. 

iit : 
. 

. 
08 . 000) (98) : . 

. 

. 

iZ . . . 

09 . . 
10 . . 

ii . . . 67 (78) . 
14 . . . . 

$064 : (101) (101) : (35.4) (35.41 : 
. 
. 

Cumuents of the Investigator: Outlying baseline values were not felt to be 
clinically significant and therefore did not preclude enrollment in this 
clinical study. O.ztlying laboratory values presented here which were obtained 
subsequent to administration of test material were felt to be neither 
clinically significant in this test group nor related to study medication. 

NO’E: Tables 2a, 2b, 2c display out of range clinical laboratory values for 
tests required aaording to protocol (enclosed in parentheses and. 
highlighted). Previous and/or subsequent within range values for these 
tests are presented for comparison. Only those tests and Sub]ectsS 
having out of range values are included. 

QRC 1996 -lZ- 



“Wj=terw 

02 
09 

1003 

. . 
: 01 0 : 

. 

y t$ : : 0 (4) . 
. 

. 
. m  091 . l 

. . (7) (8) : 1n 
: 3 02) . 

ml) i 

: 30 (l9) : 
. 

. . . 

0 (31 l . . . . . 

Table 2b 
Serm Chdstries 

* . 
. 

(471 44 (431 : z 
(67) : 

. 45 (521 . 

. . . 031 15 (201 

‘URIC 
abject Drug : (3.9-8.7 Ig/dl) : 

Nunber . Base Final . 

04 : 4.5 
10 . 4.0 

go;{ : 

14 . (3.3) (3:7) : 

. 

. 

Cmmnts of the Investigator: Outlying baseline values were not felt to be 
clinically significant and therefore did not preclude enrollment in this 
clinical study. Outlying laboratory values presented here which were obtained 
subsequent to administration of test material were felt to be neither 
clinically significant in this test group nor related to study medication. 

QRC 4996 -lj- 



B. (=LINIcAL IABORAmY: (ccmt.) 

Table 2c 
Urinalysis 

Subserq : d!!?kk, : oasE> 
. he Final . Base m- z!EL 

03 
07 

ii 
l2 

i11 
1004 

. . 

. 0 (1 m 

. 5 (50) : 

. 9 (401 l 

: og 'lo&y : 
(3 Gtml (1Hxl 

: E ys; : 
. . 

. 

. 
. 
. 
. 
. 
. 
. 
. 
. 
. 
. 

atYsml5 : 
Base Final . 

. 

. x G+AMRHJ) . f (l* AMRRI) . 

. 

(l+cAao 0 : 
. . 

. 

Comnents of the Investigator: Outlying baseline values wtrc not felt tc be 
clinically significant and therefore did not preclude enrollment in t5ls 
clinical stuiy. Outlying laboratory mlues presented here which were obtained 
subsequent to atinistration of test material were felt to be neither 
clinically significant in this test group nor related to study medication. 

QRC (996 -14- 



c 
c. INVESTIGATOR’S ovERALL wNuIJs1oNs: 

Eighteen Subjects were screened, qualified and enrolled in the PB- 
118 protocol. 
procedures. 

njo Subjects (101,lS) did not complete the study 
Sixteen Subjects completed their participatbn in the 

protocol as expected. All Subjects were normal, healthy, adult 
male volunteers between the ages of twenty and forty-five years 
bEAN AGE: 28.94 YEARS) who mighed 63.1 to 81.0 kg (MEAN WEIGHT: 
71.02 KG). 

Six Subjects, as detailed below, had out of range clinical 
laboratory values (for which a repeat was ordered). at the time of 
discharge from the center. While these values may not have been 
felt to be clinically significant in this test po it was 
requested as a follow-up measure that repeat tests 

lation, 
E obtained. To 

date these gentlemen have not complied with the request to return 
to the Center and are considered to be lost to follow-up. 

Tests Follow-up Status 

09 KSlNOHiIL Lost to folluwxp 

E 
Lost to followIp 
Lost to follou-up 

02 Lost to follow-up 

07 uRINEwBc Lost to follow-up 

10 URINEm Lost to follow-up 

l.2 uRlNEmc Lost to follow-up 

1004 Lost to follow-up 

Adverse symptanatology observed and/or reported during the conduct 
of this study was generally mild in mture and, while sme was felt 
to be possibly related to study medication, none of the symptoms 
were felt to be clinically significant and none warranted medial 
intervention or early termination from study participation. 

Coaxnents on the achievement of the pharmacokinetic objective of 
this protocol are pending review of analysis data produced 
elsewkre. 

QRC (996 
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ArrAclHu!NT No. 1 

BLOOD COLLECTION SCHEDlJLl! 

Collection time (ht) 
Pro-Drug Pas t-Dru6 

SpeCi”“* ** 
Deei8netion* 0 Q.5~ 2 ~~~ 2 5 1 p 10 E E 25 36 

Bienuth B B B B b 

Tote1 
Salicylate S 8 s s S s s s s s s s s s S S s s 

Conditlonsr The epecimenr for determination of bieuth will be collected befoto the l pecimena for datormination 
of tote1 l elicylete. 

B - Blood l peciwn (10 ml) for drteminetion of bieuth. 

S - Blood l peciwn ( 7 ml) for detewmination of total relicylato. 
* 

A total of 23 different rpecimene, repreeentinB I total qurntity of 176 ml of blood, vi11 be 
collected from l ech rubfect et each teat period. 

*e 
Repreemnte the time of l dminietretion of the firet dru6 does. L 



PB-118 

ATTACHMENT No. 2 

URINI! COLLECTION SCHl!DULR 

Collection Interval (hr) 

Pre-Drug Poe t-Drufi 
Specimen 
DcsiRnrtion -12.0 O-12, 12-24, 24-48) 48-72, 72-96, 96-120, 120-144, 144-168, 168-191 

Bismuth B B B B B B B B B B 

Total 
Sslicylata s S S S S S S S S S 

Conditlonrt The total urine volume vi11 be recorded for l ech collection intervel. 

S- Urine Specimen ( ml) for determination of ralicylete. 

B- Urine Specimen ( rl) for determination of Bieutb. 

, 

IPYr 
PB-I 1B/l2 
B/16/85 

c c c 



other Obligrtionr of the Principsl Invwtig8tor 

Study kdicetioa 

ihe prbcipel Imrstigstor will br rssponribls for the dirpearla8, invsnto~ d 
sccountrbllit7 of sll clinical rupplies exercising sccrptrd udical end ph~m- 
ceutic81 prrcticea l Under 1~0 circumstmcss rill the Investi~rtor l llov the 
study drug to be wed other than as dir8etrd by this protocol. An 8CcUr8ts 
r8cord of the di8poritlon of all clfnleal rupplias Wt be maintained. me 
applies and invrntory record must be made available for inspection by the desi- 
gnat8d Sponsor rrprsrsntative(s) apon request. Upon completion or trrnirrrtion 
of the study, the inoestfp8tor uill return all unwed clirrlcal supplies to the 
Sponror , 8long vLth a copy of the Inventory rrcord and l rscord of the cllnic~l 
8Upplf88 returned. 

Study Conduct 

,’ 

The 8tud7 vill be conducted la accordance vlth “Good Clinical Practices”. 

Case Report PO= 

All CIse Report foms till be complrtrd by rfther the iaves~i~ator or s member 
of the iavestig8tor’s staff. Cue Rapott fom8 to be u8ed in this 8tud7: 

Study Porter Adver8e Experience8 
Subject Accrpt8bility Blood Collection 
bdic81 Bi8tOry Urine Collection 
alert X-r8y Cmcomitant Hedic8tfon 
Ph78iU1 krm Drag Ahlnf8tr8tfon 
kboratory Disciurp SumarJr 
SyPrptom Ob88rP8tfon 

The inVe8tig8tOr vi11 be responrlble for the tiaelfnes8, cumphtrnerr 8nd 
8ccur8cy of the infomation on the h8e Report forma. m l ntrie8 ~28~ be 
legibly recorded in bl8ck ink, with cro88-out8 initl8led md &tad. The inVe8- 
tigator vi11 l m8ke there form8 wallable for thorough rrviev and collection by . 
the derign8ted Sponsor repre8enutive(r). 

Source Documents 

The Invrstlg8tor will ufnt8in 8ccur8te office record8 on vhfch the c88e report 
fOm 8re b88ed. Ihe Invertig8tor vi.U 8llov the derlgnatad reprerent8tivc of 
the Sponror to verify the informstion reported on the case report forms vith 
there lource document8. I’he8e revlsvr 8rs for the purpore of corrobor8tlng 
adherence to the protocol and the completeness and exactness of the &t8 being 
entered on the c88e report foma. 

Urittrn Report 

Within thirty (30) d8yr of completion or trrmin8tlon of the study, the Invcs~l- 
88tor 18 required to 8Ubmit 8 fin81 report to the Spcn8or. Suggested inclus:ons 
in the rrport 8re: 8tUdy objectives, methods (Including 8ny deviation from the 
8tUdy protocol), 
t8l drug, 

finding8 bp the Inorrtig8tor 88 to the value of the l xperlmen- 
8nd 8 dfrcurrfon of 811 8dVer8e experiences (if m7) linked to the 

rtudy dnag. Subject8 vi11 be identified only by rubject number ISI the figal. 
report. 

-8- 



the fnvrrtlgrtor vfll rrtrin 811 rtud7 records for l patiod of l c 
para after stud7 ~~~htioa, 6th the rxcrptioo of the iafornrd 
a& must br retained for at lrart three (3) 7ear8. Included in 
are the p?OfOCOl, c8se report fom8, ltrvirv Board 8pptoval 

least fuo (2) 
COnsIat fom 
there recotdr 

hftlrs, d 
l ceountrbilisy records, corrrrpondence COZXlmi~g the clinical trial, and t 
18,s bovn address of each subject. The investigator mmt tont8ct the Spooror 
prior to dirporing of my record@ related to thir rtudy. 

FDA fnspection 

ne fntr~stiptor till pernit the P’DA to inspect the factiitiea, protocol, md 
case report forma rhould the need ever rriro. b/die u7 also be requested to 
present subjrct records pertairring to the clfduf t-1. 

~blicrtion Policy 

The Spomor tesewes the right to first reviev l d comeat upon l y WIXIU- 
l criptr intended for publicrtioa or public prrsentrtion vhich l nCOttp8SS infor- 
mation obt8ined during the cllaiul stud7 couductrd by the Sponsor. 

Princip81 Invrati~8torfr Agreement 

f’certify that I have reoieved md 8pprwed this protocol, 8ppropri8tr informed 
consent fornr md othef’8rroci8trd doctmentr md rgree to 8bide by thrlr tern. 

8/28/85 
D8tr L 

. . 8/28/85 
Due 

hn 
Pbl-PB-118 
S/19/85 

QRC- 946 
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The Bismuth Subeelicytite liquldr (regular-etrmgth md double-rtrmgth) for 
each subject -1 be dirprnrrd from individual 16 ot. bottlu, uniquely kbeled 
with the rubject'o number. Jwt prior to rach drag l da&xletratlon, the bottle 
content8 will be mixed vlgorowly for 30 recoadr and th8 cont8nt8 l lloved to 
et&d tot 2 =hJt88. Exactly 3OmL of the medication vill be ptiC8d on the 
medicine 8poOa fOt 8dmini8tr8tiOa. The r8&8r-8trength medlcrtlon vi11 be 
&minilt8r8d to the 8UbjeCf8 in multiple Orti do888 of 30 ml, at half-hour 
iaterrr8lr until 8 total of 8 dO8e8 brr been giVea. The double-rtrrngth 
medication till be 8dmfni8tered to the rubject la multiple or81 dO8e8 of 30 mL 
et l-hour intent818 uatil 8 total of 4 do888 ha8 been given. The l xect time of 
88ch drug admini- rtrrtion COinCid88 Mth the blood OT orbe collection, the 
l equeace of eveatr till be u follow: blood collection, dtug l dmfnirtrrtlon at 
l uctly the 8tlputit.d tlma; end th8n orfar collectloa. ‘he 8Ubject8 will not 
be l llowd to lie doua, but till bo l lttlag or ambulatory, for at Irut 5 hours 
after the atart of drug l dmLnietretlon. 

Collection rad tindllag of Specimens: 

All rpeclmenr virl be collected by perroanel of the Qulncy bre8rch Center (QRC). 
Blood rpecimear (10 mL) till be collectrd by direct realpuacture for determl- 
nation of bismuth wiag Vacutainert’ provided by the Sponsor. Blood rpecimrns 
(7mL) till be collectrd by direct venlpuacture for dete&-tloa of total 
rellcyl8te u8iag POte88iUE o%elAte + I&F V8cut8laer80. Blood will be collected, 
88 Jurt dercrlbed, from each subject precisely 8t the timer indlceted in the 
Collection Schedule in Attachment No. 1. kch 10 mL blood rpocimen for 
determlaetlon of blsath (1 predrug rpeelmea and 4 portdtrrg rpecimtns per 
rubfeet) a be handled by QRC personnel according to laatrwtlona provided. 
Each 7 8L blood rpeclmen for total ulicflet8 (1 predrug aad 17 port-drug 
l peclmea8 per mbfoct) roll be centrlfog8d, and the plum trmrferred to rppro- 
priate coatrlnerr according to lartructlon8 provided by KCAS. AU rpecfmens for 
88llcykte uulyrlr will then baome tha rerpooribility of ECU. 

Voided urine rpeclmaae (bledder completely emptied) will be obtained from each 
8Ubject et the lntemal8 indlut8d in Atteckmmt lo. 2 . kch subject vi11 be - 
r8quertrd to empty the bbdder et the condualom of Gcollectloa interval. If 
aeceuary, urine rpeciaene are to be refrigerated (not frozen) until the entire 
rpeclmea for the late-1 18 obteiaed. The l act time of the completion of each 
urine collection latervel till be recorded. Follovlng urine collection, the 
urine vi11 be pcd8d, u aecees~~, for uch collection interval. The total 
urine volume for the eollectlon iatenrel will be mu8uredw and the volume rt- 
corded. The urine rpecimenr for detemiaation of total uucylete ~211 be pipe- 
ttrd into l liquotr l ccordlng to the inrtructione provided by WAS. The 
rpeeimenr for deteminetlon of bimuth vi11 be kindled l ceordlng to Instructions 
provided end tr8n8ferTed to cont8lnerr proolded by the Sponsor. 



h& q~eclmea container till be lralbly labeled tith the following lafomtioa: 
l tudy numberr specimen, date, and collection the or latenrl. kch l pecimea 
for detrrmbatiOU of total ulicylata till be tupt in l ~YOS~U 8tatr unti 
mdy~ir ir parfomad. 1c Each rpeciaen for detwminatioa of bimuth Cdlrctrd 
prior to dnr8 rdminir tra tion 8ad for the period followfn~ drag 8dminirtrr tion 
till be rhipped to the Sponror u 8ooa 88 porriblr after the final rpecisrn 18 
couactrd. 

mg Anrlyri8: 

De8ign8ted pl88ma and urine rpreirror till h analyzed for tot81 88licylate by 
KCAS, 12302 ~oim8oo Drive, Shv8ee. Un8a8, win8 l hieh petfonmcr liquid 
chromatography method on file with KCAS. The derlgnated blood and urine rprei- 
1un1 till be analyzed for bismuth by the Sponsor. The method ir on file vlth 
the analytical laboratory, ?rocter and Gamble Company. 

Study Management 

A. Monitoring 

The Sponlor’8 Clinical Monitor vi11 be rerponsible fir l 8tabltihlng the 
rchedule and procedure8 to be followed for monitorin this wudy. Prior to 
the beginning of thir study. the Invertigrtor uill be ioforwd 81 to the 
anticipated frequency of tha monitoring riritr. In addition, the Investl- 
(ator till receive reasonable notification prior to each moaltorlag visit. 
At each rirlt, the fnoerti~ator vi11 be expected to cooperate tith the 
Sponaor representative(r) for the review md verification of all case 
report fom, the drug apply md inventory recorda, and any additional c 
record8 88 or7 have been previotuly l rrm~rd between thr iavertlgator and 
the rponror reprerenutive(r). 

1. fiOtOCO1 brttiShn8 

Ulth the exception of mrgencp rituation8 , no chmgr8 or deviations in the 
procedure8 of thi8 protocol vi11 be parritted vithoot the documented - 
l pprwal of the Sponsor’8 Clinical ibnitor and the fnrtltutional Revicv 
Comittee vhich granted original 8pproval for the rtudy. Thim mtlpulation 
doe8 not apply to tho8e &auger made to reduce dircomfort or overt risk to 
mbjectr. In the l wat of aa mrfencyr the &wertigator rhll institute 
any mdlcil procedurrr vhkh he deems 8pproprhte. However, all wch 
procedure8 mm be promptly reported to the Sponur. 

c. Mver8e Effect8 

Ati7 8dverre effect8 noted by the staff Oblellert, the lnvertlgator or 
complaint8 from the rubjects till be recorded 8t8tlng the type, onset, 
duration, l everlty, and relationship to the rtudy medication. Should such 
an event occur, the l ubject may be vlthdraun from the study at the 
discretion of the Iwestigator. Tbe mubject till be followed until the 
problem his been resolved. Any ride effects reported vlll be fully 
dercrlbed and recorded on the Case Report Form, md hediately tranmitted 
by telephone to the Sponsor. 



1) A Comp8f8tiver 
of two bismuth 

Background: 

PmTocoL NUMBER PI+18 

raadbmisad croaaover biommilebilit~ rtudy of titiph or81 doers 
mbralicylato (BSS) liquid fomulatioaa. 

he of the fomulatione bring tartrd is l liquid formhtion of Bismuth 
Subsslicyhts (BSS) thst is wrketed in the Dafted Stator. mss is 8 vell- 
recognized trestment for Diarrhea, Uprrt Stomach, Hesrtbum, Indigestion and 
Nausea and is included in the FDA’s propored OTC moaegrsphs on Diarrhea utd 
Overiadul~encr. The otimr fonnulatioa eontainr n&r the concmtrstloa of BSS 
and will be dored half as frequently. This study is des1fne.d to compare the 
bioavailabillty of these tvo formulationa at their respective dosale repimanr. 

Purpore : 

The purpore of this study is to compare the bioeveilability 
bismuth rubsalicylatr in olo different formulation8. 

of multiple dorer of - 

a 
Investigator: 

Locstion: 

Philip I. Leeso, M.D. 

Quiacy Rarearch Center 
5104 hat 24th Street 
Kansar City, Mi88ouri 

Sponsor: 

Sponsor’8 Monitor: 

Project Bepresentrtive: 

Th8 Procter & Geablr Company 
Sharon Voodr Technical Center 
11311 Reed Hart-am Eighvay 
Cincinnati, OH 45241 

Ired: U. ‘ktchefi, Y. ‘k. 
The Procter 4 Gsable Distributing Co. 
11511 Baed Hartman HQhvay 
Cincinnati, OH 45241 
Telephone : (S13) S3O-2312 

Anthony Gonaalves 
The Procter & Gamble Cmpany 
Sharon Wood8 Technical Center 
11Sll Reed Hartman Hi@vay 
Cincinnsti, OH 45241 
Telephoue : 013) 530-2338 



should 8ny unusu8l , uaexpectrd or awere advrrro reactions develop, contact one of 
th. follotinl People tiedtitely: 

Toxicologist: 

&diul Affair8 Director: J-8 1. krCa8 M.D. 
ih8 Roctrr L k&f8 Coapsny 
Sharon mod8 Technic81 Cantar 
11511 Bard Esrtman Blahmy 
Cincian8ei, 08 45241 
rrrrphonr : (513) 530-3350 - Uork 

(606) 781-3580 - Eome 

Douglar us. Bier8r Ph.D. 
The Procter L Gmblo Cap8ny 
Sharon Uoodr Techafeal Canter 
11511 PIed Earman Highvey 
Cfacinnsti, OR 45241 
Telephone : (513) 530-2314 - Work 

(513) 821-5330 - Home 

Uonitor : frrd. W. Mltcholl, &L-SC. 
The Rotter 6 Gamble Dirtributing Co. 
11511 bed Eartmaa Elghvsy 
Cincinnati, 08 45241 
Tel8phonr : (513) S30-2312 - Work 

Clinic81 Te8t Facility: 

The rtudj, vi11 be prrfomed at the Quiacy ti88arch Canter, a 8elf-ContAined unit 
vith adequate doraitory 8pac8, l xamirmtion 100~. md emergency care facilities. 

Clinical laboratory tertr required by this protocol will be performed by the 
Quincy Laboratory Services. Thi8 laboratory ir $overament certified and 
participates in the U.S. Validate and the American College of Pathology (ACP), 
Coulter and Aaer quality assurance programs oa 8 monthly basis. 

S8licyhte ar~aly8is uill b8 prrforrwd by thr ICmues City Analytic81 Laboratories 
WAS). Properly pr8p8r8d and frozen bismuth ramples vi11 be returned to the 
Sponror for UU178iS. 

Clinical SuPPlie8: 

The Sponror vi11 crupply nrfficient quantitier of the study formulations to ~llov 
completion of the rtudy. The lot numbers and expiration dates of the drugs 
supplied will bo record8d in the final report. 

At the conclusion of the ltudy, Quincp vi11 ream any unused supplies to the 
Sponsor. If no supplier remain, this fact vi11 be indic8ted in the final 
report. 

-3- 



~thnicel Coasideretioae: 

Thie rrreerch ViU be carried out in l ccor&ce vith tha Buic Principles de- 
fined in the P.S. Iederel Register, 66 (12), J~uery 27, 1981, and the princi- 
plea enunciated in the Decleration of Belelnki (Tokyo Accord). 

Inrtitutionef Revirv Bo8rd: 

Ihis protocol rrill bo revieved by the Quincy beeerch Center Institutional 
Reviev Cowittee sad the rtudy till not @tart until the Board her l pproved the 
protocol or l modificetion thereof. The Boerd ie conetituted end operates in 
accordance vith the U.S. Code of Federel Reguletioae (21 CPR Pert 56, effective 
Jaly 27, 1981); 

Informed Consent: 

The purpose of the 8tudy , the procedures to be cetried out, end the potential 
hererde til be described to the petients in non-technic81 tema. Subjects vi11 
be required to reed 8nd rign l conlent form l uwerizing the di8currioo prior to 
enrollment, end vi11 be l seured tbet consent mey be vithdrewa et my time vith- 
out jeoperditing their wdicel care. 

A. Earollment 

This rtudy vi11 involve 16 heelthy melee betvem 18 end 4S yeerr of age, 
ueiahfnt 65.0 - 8S.0 kg, end vhose veightr do not deviate by more than 102 
from their iderl veighte u dercribod in the Table of @@Derireble Weights of 
AdJt8” publirhed by the Metropolftaa Life Inmrencr Company (Appendix >. 
Medical hietoriee end demographic &te, including rumeD 8uD age, rem, 
body veight (kg), height (cm), body build end amking hbitr vi11 be 
recorded. “Heelthy” ie defined u heving no werf l pptome or findings of 
dieeese (central ne~oue, cardiopulmonary, gee- trointertiml, hepetic, 
renel, or hemopoietic ryrtew) or cllaiul laboratory tab88 which might 
indicate potential ihterference vlth drug l beorption, metebolirm or - 
l xcre tion. Ewh eubject 1s to receive l complete phyelcel l xeminetion and 
the laborsto- tests of hemetopoietic, hepetic cad renal fuactfonr listed 
belov. There leboretory teste vi11 be repeeted et the end of the rtudy 
before rel~eeelng the l ubfecte. 

1. mBetology 

Eemo~lobin, Eematocrit, Total end differeatbl leukocyte count, 
PlAtelete. 

2. Senm chemistry 

BUN, Uric Acid, Creatininc, Total Bilinrbin, Alluline phosphatasc, 
SCOT, SCPT. 

3. Urine Analyef8 

pa, Specific grevity, Roteln, Sugar, Ketones, Hlcroecopic examination. 

-L- 



A. gXlr0llUUt - coutiuuad 

4. 2-hour CrutiaAaa clur8nca. A 

5. Ordo md 
pariod. 

kclurion Critrri8 

Blood drug aad alcohol rcraaaApriot to each mediuti~ 

Subjuts will ba l xcludad from thir clirriul study Lf they he: 

1. Cardiovucular, heprtic, ranal, hrmatological or significut gas- 
trointastlasl dFIeaae, peptic ulcer, gsstrointestfagsl blrrding, 
regloual enteritfs, or ulcerative coUti8. Subjecta with chronic 
68rtrointestia~8l tamplaints or prWiOU8 . grstroixltrstingal 
surgery vlthla the tvo nut& precadiag tha study. 

. . . 
2. Ucaivad l fthar uper3aanul vithia 30 da78 or prescription drugs 

or OTC tithiu 14 d8ys prior to drug -tT8tiOO. 

3. Allergies to l lfcyl8trs (upiria) or bWth, 

4. Phanylketoaurk 

Clfniul Procrdurrs : 

T’hh l8 8 randoaited, 2-product cromovar rtudy. Tha Uquid udlutions till be 
sdmiairtarad to 16 aubjecer. Tha tart parSod rill lut for 22478, coasbting c 

of 8 &ys of oriera co~actlou sad blood smpw Jt8r dru8 trestaaat folluved 
by 6 &~a of uuhout, agala follovad by an 6-&y dm# irwesti~8tima Qh888. The 
subjects & ba confinad to the study sit8 for each of th8 S-day drpg trratntcnt 
periods. Subjects rill receive stsn&rdlted meal8 8t controlled tiaer through- 
out tha antire coafiaement perbd8. A record rill ba kept of tha uenu md the 
the of l 8ch med. The mbjecu a be instructed to fut after 9:00 P.M. on 
tha day precadias drng 8dddstr8tba. Tha firrt dose of drQ viJl bo s&&l- - 
stared 8bout 1 hour 8ftrr 8 light brukfut. m8 subjects a than receive 
luach within 5 or 6 hours sad dialer rlthia 9 to 10 hums sftsr the stltt of 
dro8 8ddd8tr8tiOtl. Dur%n$ tha 12 hours just prtior to dnrg -tration and 
for the 48 hours after drug sdministrstioa, the rrrbjutr rill be instructed to 
l 8t 8U of tha food prw%ded 8t l 8ch nati. Ilo fltrids other than thoar invoIvsd 
vith dmg 8hiaistr8tion and tha desipsted w8h viu be alloved for 5 hours 
8ftar the st8rt of dru8 8dUaiMr8tion. meruftsr, !mtsr vlll be rlloved g 
-1ibinnn. The eubjactr a be instructad not to cousme coffee, cm (rxcrpr: 
deaf f l inated) , urboutad beverages containing uffaiae, alcoholic beverages. 
or chocokte durbg the 24 hours prior to drrrg dm.lnlstration snd for thr 36 
hours 8ftrr dmg 8dsiniltr8tion. La 8dditioa. th8 subjects till be monitored 
sad instructed to 8roid sll products conuiaiag Wcyktes (a.8.. aspirLn. pm 
csndfss, toothpsstes, topics1 ointmnts, etc.) for the 24 huurs prior to drug 
l dmlaistrafion md for the 36 hours after drug admlaistratian. The Subjects 

rill also be instructed to svoid sll products containing biloluth (a. g. topical 
oiatwnts, suQpositorles , ate.) during the entire 2247 fast period. 

Subjects till indulga in normal levels of activity during tha first 5 hours 4ld 
after drug l dainirtration , 8voidFng both tigoroua exertion md complete :es=. 

-S- 



A COMPARATIVE, UNDOXIZED CROSSOVER BfOAVAILABXLfR STUDY OF 

MULTIPLE ORAL DOSS OF PEPTO-BISMOL LIQUII) 

Thir doctmmt la I confidential comunication of Tim Procter 6 Gamble Company. 
Acceptance of this document constitufrr agreement by the recipient that the 
contents till not be disclomed to any third party wlthout Procter's prior 
vrittrn l pprowl. - 
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PwroCoLlfmulEB P&l16 

A comp8rstivs s rsndouiirad cros8over biosvsilsbilit~ rtudy of multiple orsl 
of two bismuth rubrslic~~ts (MS) liquid fomulstiow. 

do888 c 

SUFBURY 
9pm g-SZBC 

l’his protocol dsrcribes l randomized crossover biostsi&bilf~ study. Folloving 
en overnight flltr 16 healthy, m me18 rohnt88rs till rrcrivr either 
eight (8) (3-1 dorm of the first blrnruth rubrslicytits fomulation at half- 
hour Lntrmslr or four (4) (3OaL) doses of thr second bmth aubrsllcylste 
fomulstion et l-hour iatervsls. Blood rmples Hll be colloctsd over s 360hour 
period md srrsped for ulic~lsts snd blsmth coacentrstioas. Pooled urine 
rsmples till be collected for 8 dsyr and ssssyed for sslicylsts and bfrmuth 
toncentrstion8. After s further 64sy wsshout period, the aubjscts will repeat 
the procadurs vith the complsmsntsry formulatiorr. 

Evslustioa of biosvsilsbilitp vi11 be bssed upon s ststist1csl compsrison be- 
tveen the fomlations of MC vsluer in the blood and tots1 gwuntr excreted in 
the urine for both ralfc]rlste and bismuth. 

Sponsor: The Procter b hmble Compsn7 
11511 Peed Esrtmsa lli~htny 
Cincinwtir OH 45241 

0 Test Products: 
c 

bismzth Subsalic7lsts Liquid (1.751 BSS) 
(Pep to-Bismol) 

Bismuth SubsslicyLste Liquid (3.5Z SSS) 
Ears-Strength 

. 

Blood Ssmplinu Schedule for Sslicylste: 

0, 0.5, 1, 1.5, 2, 2.5, 3, 3.5, 4, 5, 6, 7, 6, 10, 12, 16, 24, snd 36 hours 
sfter the firrt dare of feet wdicstioa. 

Blood Smplint Schedule for Bismuth: 

0, 4, 8, 12 sad 36 hours. 

Urine Collection Schedule: 

-12-0, O-12, 12-24, 24-48, 48-72, 72-96, 96-120, 120.144, 144.168, 168-192 
houra, pooled rpecimena. 

Analytical Methods: 

Selicylstes : Q'LC method on file with Kansas City Azmlytical SCTJ?CCS 
Bimuth : EGUS method on file vith Procter 6 Gamble 

L 
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A Comparetive, Elmdomirrd Crossover Bioeveilablllty Study of 
Multiple Oral Doses of Pepto-Bismol Liquid 

Vcronfc 
Judy 

JDP”::: 
R&f< -.;‘ 
Dr. IIIC 
Jul ic The test materials to be employed i,n the proporrd bioavailabllity rtudp include corm t2 

fvo test products which coutrln bismuth rubralicylatr u the active. These tutcomp FI 
products are rlmllar la composition to Pepto-Bismol Liquid vhich has been mar- 
keted in the United States for over 80 years without serious adverse ructionr. 
The active, bismuth rubralicplate, has been accepted for we a8 l A OTC drug and 
as such is deemed to be safe and effective. 

The tvo teat products differ %a that one of the test products contains Mce the 
level of bismuth rubsalicylate and a slightly different suspension system. 
Although the subjects vi11 receive the test product ia either four or eight 
divided doses over a four hour period, the total dose of bimuth rubrolicyl.atc 
for both products is the same (0.2 grams). Since bimuth rubmlicylate contains 
l alicylate, each subject vi11 receive 1775 mg ralicylate. This is approximately 
equivalent to the amount of ralicylate in five, 325 mg aspirin tablets. The 
total amount of biamath rubealicylatr given over the four hour period is the 
came as current label lndicatfoa for Pepto-Bismol Liquid. 

The experimental products also contain l xclpients vhlch are either “Generally 
Recognized As Safe” food ingredients, components in natural foods, or have been 
approved for use fn phanuaceutfcal preparations. 

In sumary, the l xcipients rhould not pose any unreasonable safety baurd to the 
rubjectr in this study. 

Since these products contain bismuth rubralicylate , they should not be taken by 
persons who are sensitive to rrplrin. Bismuth rubrallcylate in these 
preparations h~s been reported to cause ringing in the ears (tinnituo) and 
dizziness. There products have also been reported to cause temporary darkening 
of the stool. It is likely that mme rubjectr in this study vIU experience one - 
or more of these symptoms. 

Derpite the porrible development of these reactions, neither the active 
ingredients nor the l xcipiento pose an unruronable risk to the rubjccts under 
the conditions of this study. This assessment is rupported by previous 
experience in vhich these product8 or closely related products vere have been 
adminirtered acutely at exaggerated doses without significant effects to 
alllm8lr. 

Sk& Head, Toxicology 

/pYr 
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SIUDY NNa: Pepto-Bismol 
SIUDY I.D.: 996 
CLASS OF aMpouND: Antidiarrheal 
TYPE OF SIUDY: Phase I Bio 
DATE APROVED BY IRC: a/28/85 
START DATE: g/10/85 
DATE REVISBI: a/28/85 

DOCIURS IN CHARGE OF lHIS SIUDY: Philip T. Leese, M.D. 
John D. Arnold, M.D. 
Walter N. Porter, M.D., Ph.D. 
Gary A. Thoqson, M.D. 

NAME OF MEDICINE: 

The name of the medicine that you will take in this study is bismuth 
subsalicylate liquid (Pepto-Bisaol). 

Pepto-Bismol is a currently marketed over-the-comter medicine that is 
used to treat nausea, indigestion, and diarrhea. A IMW formulation has 
been developed which is 2 times as strmg as the ament Pepto-Bismol. 
This means that people would not need to take the medicine as often as 
with the amently marketed Pepto-Bismol. 

This is a research stu3y. The purpose is to measure hw nuch medicine is 
in your blood and urine after you receive multiple oral doses of each 
formulation of Pepto-Bismol. 

REQUIRBEKE: 

YaJ Musk 

1. Be a healthy male. 



2. Take a 

3. Follw 
study. 

-20 
Pepto-Bismol &Iv 

physical exam ad blood tests. 

the HOUSE yules and study procedures OT be dropped from the 

1. Have taken any investigatiad medicine for 30 days. 

2. Have taken arry prescription medicine for 14 days. 
- 
3. Have taken any ova-the-counter medicines, especially aspirin or 

Pepto-Bismol, for 14 dap before the study starts. . 

4. Have given blood for 30 days before the study starts, or give blood 
during the study, except for that which is required for the study. 

5. Take any other maWine during the stuiy, including the washout 
period, mless approved by the Quinsy doctor. 

6. Be allergic to aspirin or Pepto-Bismol. 

7. Cansme any coffee, tea, cola, &ocolate, or alcohol for 24 hours 
before each dosing day. 

1. 

2. 

3. 

4. 

s. 

6. 

7. 

16 subjects will perticipate, in this study at QRC. - 

You will stay at Quincy Research Center for about 9 days during each 
treatment period. There are 2 treatment periods in the study 
separ+ by about a om-wek intemal. 

The length of the stdy is approximately 23 days. 

You will take the liquid medicine an Day 1 of each treament 
period. Druing one treatment period, you will take the medicine 
every 30 minutes for a total of 8 doses. During the other treament 
grip, you will take the maiicine every hour for a total of 4 

. 

You will be an a special diet. 

During the study, w will take many sazuples of your blood by indivi- 
dual needle sticks. The amount of blood that will be taken is aScut 
1s omccs (442 ml). 

We till collect all of your urine during each treatment per id, 



8. 

9. 

Rwcs: 

1. 

2. 

3. 

4. 

S. 

BENEFITS 

-3- 
Pepto-Bisnol 

You will not be all-d to engage in any strenuous activity. 

For 5 hours after &sing you will not be allowed to lie down. YOU 
must be sitting, walking, or standing. 

Possible side effects from bismuth subsalicylate are ringing in the 
ears, dizzimss, and a temporary darkening in the color of the stool 
SpCilIlGlL 

Drr! to the amount of blood that we will take during the study, you 
should not give blood for 30 days after the study is over. 

With all medicines or procedures, there may be risks that we do not 
knanr about. 

Should additioml information becane available that might influence 
yam willingmss to continue in this St*, you will be notified of 
these new findings. 

None. 
- _ .- 

(2MBW37ON: 

1. 

2. 

3. 

4. 

5. 

6. 

You will be paid $SOO.OO if you are accepted for the study and 
finish .all the tests. 
stdy. 

This fee will be paid at the end of the 

If for any reason you cmnot finish the stUdy, or M decide to drop 
you, you will be paid for your time during the stUdy, an a pro-rated 
basis. This fee will be paid at the errl of the study. 

You do not have to pay for any study-related medicines, procedures 
or treatment at Quincy Research Center. 

If you am injured because of being on this St&y, treabnent will be 
givm to you at no cost. Compensation may be availatle wker 
Missouri Worker’s Cmpensatian Law. 
by-case basis. 

This will be decided on a case- 

Nan-study related medical cmditions may not be covered ~-2x 
Missouri Worker’s Conpensatian Law. 

There is no compensation 
horseplay. 

available for injury resulting f : ;r 



-4- 
Pepto-Bismol c 

1. As a volunteer, you will be starting the St* of your own free 
will, without any kind of pressure, and you may quit the study any 
time you wish. 

2. You may have to take more examinations, medicine, or tests if the 
doctor thinks they are necessary for your health. 

3. If yau have problems, yau will get medical attention, and you might 
be dropped from the studv. However. if the doctor thinks YOU can 
stay ai-the stady, you & decide whai you went to do. . 

CONFIDENTIALIIY OF REORDS: 

1. Quinsy Researcfr Center will handle the medical information obtained 
in this st* with the strictest confidence. 

2. Rnployees of the Food grid Drug Uninistration, the sponsoring drug 
co-any, and members of the Institutional Review Cuunittee can look 
at, and copy, your medical record and the information collected 
during this stdy. L 

@EsrIcNs: 

This form has told you what the study is about. The volunteer recruiter 
will answer any questiacrs you-have now. If you have any questions abut _ 
the study, or injuries as 8 result of this St*, the st 
Judy Winders, will assist you. The nmber to call is 
If you have any questions regarding your rights as a research subject 
you may call the secretary of the Institutimal Review Cunuittee at (8165 
483.1850. 



lI iEFOLlDK?4GQJESTTONSWEREASCBI 

1. fpEsrTa: 

2. QTESITON: 

_. 
ANSWER: 

3. -TON: 

ANSER: 

Date Signature ot Person Explainmg 
Consent Form 
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Pepto-Bismol c 

I am signing this form freely and em not being forced to do it. 

The cansent form has bear read to me and I h8ve received 8 copy of this 
form. 

I agree to cooperate with all the medical personnel and to take the 
medicines and treatmarts, as directed. 

By signing this consent form, I am authorizing release of my medical 
records to the Food and Drug AcSninistration, the sponsoring drug company 
and the Institutional Review Comittee. 

voluntews signature 

c 
Age 



Formal review and approval 

Expedited review and approval 

APPFlNDIx c 
INsT1lvr10NAL REVIEW BaARD 

APPROVAL IXUMEME 

Protocol Consent Form 

08/28/85 08/28/85 

10/16/85 (Update Information) 

QRC 1996 



Institutional Review Committee 

Ellen Ciibreth, Executive Secretary 

August 28, 1985 

Philip T. Leese, M.D. 
Quincy Research Center 
5104 East 24th Street 
Kansas City, Missouri 64127 

Dear Doctor Lam : 

The Institutional Review Comittee of Quip Research Centerkt on Wednesday, 
August 28, 1985, to mhu the follaJing protocol: 

#996 A Comparative, Randomized Crossover Bioavail- 
ability Study of Multiple Oral Doses of Pepto-Bisnol 
Liquid @epto-Bismol - PB-ll8) 

The Camtittee approved the protocol with tlm follwing modificztim: 
\ 

subjects mst mt have donated blood within 30 days prior 
to participation in tbs clinical trial. 

The Camnittee reviewed and approved the cansent form with the following 
mdif icaticms : - .- .- - . 

s mJ=, y(xI MJST Kn; add as item 4: uou wsr 
. 

Have 
give $ 

var blood for 30’days before the study starts, or 
lood &ring the St*, except for that which is 

required by the study. 

m to tb amxaxt of blood that we will take during the 
stdy, pu should not give blood for 30 days after the 
St&y is over. 



p~~~Igtit~&a~$ Review Cm&tee is to be notified imediately of the start 
. 

In additim, you are required to notify the Caunittee of the following at any 
time Qring the cw of the stldy: 

1. 

:: 

The CamLittte 

Protocol changes 
- Deviatims from the axzduct of the St* 

Adverse events that ocmr to stuiy patients 
(R rt adverse evmts to the Camdttee an 

Ti eit r a mcmthly basis or at an interval - 
decided *an by you.) 

is also to be ratified of the cmplction date of the study. 

If this st* is Still in progress a year fra this date, a report is rquired 
from yuu m its status. Atthecadusimofthertuiy,thsCamdtta needs 
to receive a report. 

The aforementiamd approval is cenditicmal F the qletim of any pre- & 
investigational rquiranents by tbb FDA 

The Institutiaaal Review Camittee is in cmplimce with the rquirments of 
Fart 56, Subchapter D, ti 3lZ of the 2-l Code of Federal Regulations 
published January 27, 1981, effective July 27, 1981. 

Enclosed for your records are a listing of th camittee -members and the 
Bylaws and Operating Guidelines. Also enclod is a r#py of the appropriate 
calsalt form. 

BMomAteeitate to amtact us if we can furnish additimal assistance or 
. 

S-rely ywrs, 

HE%hl 
Attachments: cumlittee Manbership 

Bylaws and Operating Guidelines 
Consant Form 
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Quinsy Research Center 

John 0. AmoM, M.D.. CMmn 

August 30, 1985 

Fred W. Mitchell - 
Clinical And Biometrics HB-2JlSC 
Procter & Gamble Cornpam 
11511 Beed Hartman Highway 86: 
Cincinnati, OH 45241 

Pepto-Bismol (PB-118) 
QRC t990 - 

Dear Fred : - 

The Institutional Beview Committee of Quiacy Besearch Center 
met on Wedaerday, 
protocol. 

Augu8t 28, 1985, aad reviewed the above-referenced 
The protocol was approved with modification and the 

comeat form was approved with modification. 

To follow up on the approval, 
lafozmation: 

I have enclosed the following 

2’: 
3. 
4. 

65: 
7. 
8. 

A copy of the IRE approval letter 
A copy of the approved consent form 
The Bylaws aad Operating Guidelines of our IRE 
The IRE Membership list 
The rrlgaed 1572 with appropriate ms. 
The protocol 8ignature page 

_ _ , 
The laboratory normal raages for this study 
The QRC Study Personnel Responsibility form 

If you have any questions or require further information, please 
let me know. 

Sincerely, 

Sue Strickler 
Director, Research Administrative 

Services 

Enclosures 

/rb 



Quincy Research Center 

John 0. Ardd. M.D., Chainnan 

October 16, 1985 

Red t. Mitchell 
Clinical and Biometrics, HE-2JlSC 
Health & Personal Care Dlvlslon 
Procter 8 Gamble Company 
Sharon Woods Technical Center 
11511 Beed Hartman Highway RS: P&to-Bismol (PB 118) 
Cincinnati, OH 45241 QRC #SW 

Deu Fred: 

On October 16, 1985, the Chairman of the Instltutlonal Review L 
Comnlttee of Qulncp Research Center reviewed the update lnformatio. 
on the above-referenced study. Enclosed please find a copy of 
the acknowledgement letter. 

If you have any questions or require further information, please 
let me know. . - - - ^ .- ,- - - 

Sincerely, _ 

Sue Strickler 
Director, Research Administrative 

Services 

Hncl.osures 

/rb 



Institutional Review Committee 

Ellen Cilbrcth, Executive Secretary 

Philip T. Leese, M.D. 
Quincy Research Center 
5104 East 24th Street 
Kansas City, Missouri 

Dear Doctor Leese : 

October 16, 1985 

64127 

The Chairman of the Institutional Review Comittee of Quinsy Research Center 
can&ted expedited review an Wednesday, October 16, 1985, to review the 
@ate information for the foll0uing protocol: 

1996 A Comparative, Randanized Crossover Bioavail- 
ability Study of Wltiple Oral Doses of Pepto-Bismol 
Liquid (Pepto-Bismol - W-118) 

The update information caksted -of a protocoi clarificati& consisting of 
Sampling Instrmtiaau far Blood Bismth Analysis. 

The Chainnan ackmwledged receipt of the update infomatiar. 

Sincerely yours, 

INsITNI?oNALREvI~mTrEE 
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APPPIDIXE 

VOUNTEERSCXENIGREF0RT 
Subject Cmp ID 

1750 
2420 
2664 
3118 
3738 
3764 j 
3888 
3960 
4671 
4676 
5037 
5337 
5454 
5586 
5796 
6054 
9529 

10755 
llll3 
11146 
11287 
11339 
11399 
11465 
11559 
11950 
12005 
12178 
12222 
12443 
12468 
12469 

Subject Initials Screened For Study Screening Code 

LDF 
iiii 
E 
LTD 

F 
CR0 

E 

E 

zii 
JSB 

z 
TJL - - 
JES 
SRC 

ifi 
JJJ 

09/13/85 
09/U/85 
10/14/85 
09/13/85 
09/U/85 
OS/lZ/SS 
09/17/8S 
09/U/85 
09/U/85 
10/14/85 
10/14/85 
09/11/85 
09/U/85 
09/U/85 
09/U/85 
10/14/85 
09/U/85 
09/U/85 
09/17/85 
09/12/8S 
09/U/85 
09/U/85 
08/27/85 
09/U/85 
10/14/85 
09/19/as 
10/14/85 - 
09/13/85 
09/U/85 
09/U/85 
09/19/85 
09/19/85 

SCREENJYG CODES: 
DQ - Disqualified. 
MA - Marginal (spansor clearance required). 
RP - Repeat test required. 
PD - Repeat results not available. 
QK - Qualified. 
NS = Contacted, scheduled, no show for screening. 
IN - Incomplete workup. 
NU - Qualified, not used for study. 
RC - Qualified, removed self prior to checkin. 
Bu - Qualified, scheduled as backup. 

QRC 1996 



Subject &up ID Subject Initials Screened For Study Screening Code 

12507 
12519 
12521 

:;55:; 
12633 
12635 
12636 
12637 
12640 

SIS 
E 
!E 
iii! 
E Rns 

09/11/85 10/11/8S 2 
09/U/85 
09/16/85 2 

09/16/85 
10/14/85 . 
10/14/85 z 
10/14/85 w 
10/14/8S 
10/14/85 . 

SCREENING CODES: 
DQ - Disqualified. 
MA = Marginal (sponsor clearance required). 
RP - Repeat test required. 
PD - Repeat results mt available. 
OK - Qualified. 
NS - Contacted, scheduled, no show for screening. 
IN - Incomplete workup. 
NU - Qualified, not used for study. 
RC * Qualified, removed self rior to checkin. 
BU - Qualified, scheduled as 1 ackup. 

QRC t996 



APPENDIX F 

ACCCUNTABILITY FOR IWESTIGATIONAL MATEFUALS 

Quantity 
Date Protocol AxlKunt Unused Date Prepared 

Received Mcriptim Received Required Used Amount For Return 

09/20/85 Bismuth Shsalicylate M&8$ 3840 ml 4320 ml 5091.8 ml l/7/86 
liquid 1.75% m 

Bottle 

09/20/8S Bismuth absalicylate 9411.8 ml 1920 ml 2040 ml 7371.8 ml 
liquid 3.59 X-Strmgth 20/16 oz 

Bottle 

Lot nu&er not specified. 

Study Design: An open label, randomized, nultiple dose, two-way crossover 
bioavailability study 

a Treatment Administration Plan: 

Treatment/Group* Day(s) of Study Treatment 

Regular Strength Eight doses at 30 minute 240 ml 
intervals - - - 

Extra Strength 

Period 1, Day 1 30 ml 
Period 2, Day lS- _ 

Period 1, Day 1 30 ml 
Period 2, Day 15 

Four doses at 1 hour 
intervals 

120 ml 

* Two groups of - received one of the two treat- --. _ eight subjects: each group 
ments on Day of Study 1 (Period 1); on Day of Study 1s (Period 2) the 
subjects were crossed over to receive the second of the two treatments. 

Frequency 

Total 
Daily 
Dose 

Test material preparation procedure: 

Drug was shaken in bulk bottles for 30 seconds. It was. then poured into the 
dosing cups in the dorm irmnediately prior to administration. 

QRC t996 



RANDOMIZATION CODE 

Randomization Code For Allocation Of Volunteers To Treatments 

Subject Drug No. 

01 

:5 

8: 
06 
07 
08 
09 

ti 
12 
13 

ti 
16 

1003 
1004 

Treatment Period 
1 2 

R D . 
D R 
R D 

f: 
R 
D 

D R 
D R - 
R D 

i 
D 
R 

D" :: 
D R 
R D 

i 
D 
R 

R" D" 

R - Regular Strength 
D = Double Strength 

QRC r996 
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APPENDIX H 

DRUG ADMINISTRATION 

Subject Drug No. 

01 
02 
03 

001 
06 
07 

ii 
10 
11 

;s 
14 
15 
16 

1003 
1004 

Date(s) of Dosing 
Treatment Period 
1 7 

09/24/85 
09/24/85 
09/24/85 
09/24/85 
09/24/85 
10/16/85 
09/24/85 
09/24/85 
09/24/85 
09/24/85 
09/24/85 
09/24/85 
09/24/85 
09/24/85 
09/24/8S 
09/24/85 
10/16/85 
10/16/85 

lOi8,8S 
10/08/85 . 
10/08/8s 
10/08/8S 
10/30/85 _ 
10/08/85 
10/08/85 
10/08/84 
10/08/85 
10/08/85 
10/08/8S 
10/16/85 
10/16/85 

10/;6,85 
10/30/85 
10/30/85 

* Subjects 01 and 15 removed themselves from study participation prior to 
treatznent period 2. 

-- 

* 

QRC 1996 



APPENDIX1 

S’IUDY DIRECIQR’S SCHEME 

Study Schedule 

I&u -1 

1330 
1730 
2000 
2050 
2100 

DAY 1 

0500 
0800 
0845 
08SO 
0900 
0930 
1000 
1030 
1100 
1130 
l200 
1230 
1300 
1400 
1500 
1600 
1700 
1800 
1900 
2100 

Check-in, breathalyzer, urine drug screen, serun salicylate 
Supper 
Snack - 
Begin -12 to 0 hour urine 

II~~I;~fn.s, wight and temperature 

0 hour bio (salicylate & bismth) 
Complete -12 to 0 hour urine 
drug administration - 30 ml R or D, begin O-12 hour urine collection 
300minute bio (salicylate), &sing 30 ml R 
1 hour bio (salicylate), dosing 30 ml R or D 
1.5 hour bio (salicylate), &sing 30 ml R 
2 hour bio (salicylate), dosing 30 ml R or D 
2.5 hour bio (salicylate), dosing 30 ml R 
3 hour bio (salicylate), dosing 30 ml R or D 
3.5 hour bio (salicylate), dosin 30 ml R 
4 hour bio (salicylate 6 bismth f 
5 hour bio (salicylate), lunch (after 5 hour bio) 
6 hour bio (salicylate) - -. . * - - - 
7 hour bio (salicylate) 
8 hour bio (salicylate & bisuuth) 
Sugper 
10 hour.bio (salicylate) 
12 hour bio (salicylate & bismuth), end O-12 hour urine, begin E-24 
hour urine 

R - regular strength bisnuth subsalicylate 
D - double strength bismth subsalicylate 

QRC 1996 
-. 



AppmIX I (cont. 1 c 

-. 
t ‘r , 

STUDY DIRECIOR’S SQEDULE 

Study Schedule (cont. > 

0100 
0500 
0900 

0930 
1300 
1730 
2000 
2100 

WY 3 

0500 
0900 
0930 
1300 
1730 
2000 

DAY4 

0500 Vitals, weight 
0900 End 48-72 hour 
0930 Breakfast 
1300 Lunch 
1730 supper 
2000 Snack 

DAY 5 

0500 
0900 
0930 
I.300 
1730 

16 hour bio (salicylott) 
Vitals, weight and temperature 
24 hour bio (salicylate], end 12-24 hour urine collection, begin 24-48 
hour urine collection 
Breakfast 
Lunch 
supper 
Snack - 
36 hour bio (salicylate & bismth) 

Vitals, weight 
End 24-48 hour 

Ftl.sFast 

zr 

Vitals, weight 
End 72-96 hour 
Breakfast 

Supper 

and temperature 
urine collection, begin 48-72 hour urine collection 

and temperature 
urine’ collectiofi, begin 72*96 hour urine collection 

and temperature 
urine collection, begin 96-120 hour urine collection 

2000 snack 

QRC 1996 



DAY 6 

0500 
0900 
0930 
I.300 
1730 
2000 

WY 7 

0500 
0900 
0930 
1300 
1730 
2000 

0500 
0900 
0930 
1300 
1730 
2000 

mY9 

0500 
0900 
0930 
1030 

JwPENDIx I kont.) 

SlUDY DIRECX’OR’S SCXEM.3 

Study Schedule (cont. ) 

Vitals, weight and temperature 
&xi 960l20 hour urine collection, begin X0-144 hour urine collection 
Breakfast 
Lunch 
Supper 
Snack . 

Vitals, wight and temperature 
End 120-144 hour urine collection, begin 144-168 hour urine collection 
Breakfast 
Lunch 
Supper 
Snack 

Vitals, weight and temperature 
End 144-168 hour urine collection, begin 168-192 hour urine collection 
Breakfast 
Lunch 
Supper ,- - _ 
Snack 

Vitals, weight and temperature 
rd.d.i;;92 hour urine collection 

Check-out 

DAY 9-14 

Washout period 

qRC 1996 



APPENDIX I (cont.) 

STUDY DIRECIQR’ S SCHEWLE 

study schedule (cont. ) 

WY 14 

c I t 

1330 Check-in, breathalyzer, urine drug screen serun salicylate 
1730 Supper 
2000 snack 
2050 Begin -12 to 0 hour urine 
2100 Nm 

MY 1s 

OS00 
0800 
0845 
0850 
0900 
0930 
1000 
1030 
1100 
1130 
1200 
1230 
1300 
1400 
1500 
1600 
1700 
1800 
1900 
2100 

WY 16 

0100 
OS00 
0900 

0930 
1300 
1730 
2000 
2100 

Vital signs, weight and teqerature 
Breakfast 
0 hour bio (salicylate 8 bisrmth) 
Complete -12 to 0 hour urine 
Drug administration - 30 ml R or D, begin O-12 hour urine collection 
30 minute bio (salicylate), dosing 30 ml R 
1 hour bio (salicylate), dosing 30 ml R or D 
1.S hour bio (salicylate), dosing 30 ml R 
2 hour bio (salicylate), dosing 30 ml R or D 
2.5 hour bio (salicylate), dosing 30 ml R 
3 hour bio (salicylate), dosing 30 ml R or D 
3.5 hour bio (salicylate), dosin 38 ml R 
4 hour bio (salicylate 6 bismth f 
S hour bio (salicylate), lunch (after S hour bio) 
6 hour bio (salicylate) - . - - - 
7 hour bio (salicylate) 
8 hour bio (salicylate & bismth) 
Supper 
10 hour bio (salicylate) 
12 hour bio (salicylate & bisnrrth), end O-12 hour urine collection, 
begin It-24 hour urine 

16 hour bio (salicylate) 
Vitals, weight and temperature 
24 hour bio (salicylate), end 12-24 hour urine collection, begin 24-48 
hour urine collection 

East 
Supper 
Snack 
36 hour bio (salicylate & bisxtuth) 

QRC 1996 



WY 17 

0500 
0900 
0930 
1300 
1730 
2000 

Vitals, weight 
End 24-48 hour 

t!sYast 

2% 

and temperature 
urine collection, begin 48-72 hour urine collection 

DAY 18 - 

0500 
0900 
0930 
1300 

Vitals, ueight 
End 48-72 hour 
Breakfast 
Lunch 
supper 
Snack 

and temperature 
urine collection, begin 72-96 hour urine collection 

a 1730 
2000 

L DAY 19 

0500 
0900 
0930 
1300 
1730 
2000 

WY 20 

0500 
0900 
0930 
1300 
1730 
2000 

I&Y 21 

0500 
0900 

* 

0930 
1300 
1730 
2000 

Vitals, weight 
End 72-96 hour 
Breakfast 

APPENDIX I bnt.) 

Study Schedule (cont.) 

and temperature 
urine collection, begin 96-120 hour urine collection 

- .- r e _ 

Vitals, weight and temperature 
End 96-120 hour urine collectian, begin 120-144 hour urine collection 
Breakfast 

Supper 
Snack 

Vitals, weight and temperature 
End 120-144 hour urine collection, begin 144-168 hour urine collecr;on 
Breakfast 
Lunch 
WJPer 
Snack 

QFC #996 



APPENDIX I (cont.> 

SIUDY DIRECTOR’S SCHEM+E 

Study Schedule 

DAY 22 

0500 
0900 
0930 
1300 
1730 
2000 

IMY 23 

0500 
0800 
0900 
0930 
1030 

Vitals, weight and temperature 
end 144-168 hour urine collection, 
Breakfast 

Vitals, weight and temperature 
Lab 
End 168-192 hour urine collection 
Breakfast 
Check-out (final) 

(cont. > 

begin 168-192 hour urine collection 

When the exact time of dosing coincides with the blood or urine 
I, 

Please Note: 
collection, the sequence of events will be 1) blood collection, 2) dosing, 
3) urine collection. 

QRC 1996 



APFmDIx I (cont.1 

SIUDY DIRECIVR’S SUiEWLE 

study Rules 

1. You will be asked to eat all the food provided beginning 12 hours before 
and for 48 hours (0900 on Day 3) after dosing. bring these periods, do 
not trade with other volunteers for foods you may prefer. 

2. Please do mt snake for 15 minutes before vital signs are-done. Nicotine 
raises your blood pressure. 

3. We will be collecting all of your urine during both periods of this 
study. when you go to the bathroom for a bowel moveanent, please use a 
Texas catheter so that none of your urine is lost. Texas catheters are 
available in the dorm. 

4. 23 tubes of blood will be collected on each of Days 1 and 15 after 
&sing. 

5. All blood draws will be straight sticks. No catheters will be used. 

6. Please keep ice in your chubby during each of the O-day urine collection 
periods, which begin at 2100 (9:00 p.m.) on Day -1 and at 2100 on Day 14 
and end on the morning of checkout. 

7. Please be sitting on your bed for 5 minutes before your vital signs are 
done. 

8. You are responsible to be on time for all- procedures during the study. _ 
All procedures will be done an your bed for your safety. Please read the 
schedule to know when procedures are due. 

9. You will be confined to the study site for each of the g-day treatznent 
periods. 

10. P$;; do mt eat or &ink anything but water after 9:00 p.m. on Days -1 
. 

11. Please do not drink anflhing other than uhat is given with meals and 
doses for 5 hours after the first &se on Days 1 and 15. 

12. Please do not eat or drink anything containing caffeine, such as coffee, 
tea, Sanka, chocolate, cocoa and cola. Also, please do not drink 
alcoholic beverages. 

QRC 1996 



AppENDIX I (cont.) 

STUDY DIRECTOR’S SCXEWLE 

Stiy Rules (cont.) 

13. please avoid using all products containing salicylates, such as aspirin, 
gum, candy, tf=thpaste, and ointments for the 24 hours just prior to 
dosing and for the duration of the study. Also avoid all products 
containing bismuth, such as ointments and suppositories, during the 
entire 22&y test period which includes the wash-out period. 

14. please carry out normal activity during the first 5 hours after dosing. 
Please do not participatin in strenuous activities, yet avoid lying down. 
Please stay in the dormitory on Days 1 and 15 until we send you to lunch. 

c 
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AppEM)IX I (cant .) 

S’IUDY DIRECI’O~‘S SXEINLE 

1. 

2. 

* 
3. 

L- 

Study Procedures 

General : This is a randomized, multiple dose, 2-product crossover study. 
‘muid medications will be administered to 16 subjects. The 22-&y 
test period consists of 36 hours of blood sampling and 8 days of urine 
collection for the first treatment period, 6 days of uash-out, and a 
repeat of 36 hours of blood sampling and 8 days of urine collection for 
the secosld treatment period after dosing with the cou@mentary medica- 
tion. Dosing with the regular-strength medication will take place at 30- 
minute intervals over a period of 3.5 hours. Dosing. with a double- 
strength medication will take place at one-hour intervals over a period 
of 3 hours. Blood collections for salicylate and bismuth will be at 
various intervals for 36 hours post dose. 

Check-in: Subjects will check in on Monday, September 23 (Day -1) and 
m Monday, October 7 (Day 14) at 1330. At each check-in, subjects 
will be screened for urine drug screen (SO ml), alcohol (breathalyzer), 
and scrun salicylate (7 ml gray top). 

Diet: All subjects will be on a standard house diet, with the except ion 
geakfast on Day 1 and Day 15. Records of menu and meal times will be 

. 

Meals will be served at the following times: 

DAY -1 supper 
Snack - 

DAY 1 Breakfast 
lunch 
supper 

DAYS 2-8 Breakfast 
Lunch 
Supper 
Snack 

DAY 9 

DAY 14 

Breakfast 

Supper 
Snack 

1730 
2000 - '- - -.- 
2100 

0800 
1400 
1800 
2300 

0930 
1300 
1730 
2000 
2300 

0930 

1730 
2000 
2100 
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APPENDIX I (cont.1 

RUDY DIRECTOR’S SUEDULE 

stUiy Procedures (cont. ) 

WY 15 Breakfast 0800 

supper 1’z 
NPO 2300 

IAY 16-22 Breakfast 0930 
1300 

2r 
1730 
2000 
2300 

DAY 23 Breakfast 0930 

4. Fluids: With the exceptian of 5 hours post &se, mter may be 
‘riTb.Subjects will not be allowed food or beverages containing 
or caffeine. 

c 5. 
6. Discharge Lab: Please obtain the following specimens at 0800 on Day 23. 

taken ad- 
xanthines 

Medicatian: The study medicatim will be mixed vigorously for 30 seconds L 
and 0llaJed to stand for 2 minutes before being administered in multiple 
doses of 30 ml each on Days 1 and 15 beginning 0900. A two-minute 
stagger will be used. 

l- 12 ml urine for W - 
l- 10 ml red top 
1 - 7 ml lavender 

- - - 
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APPENDIX I kont. 1 

STUDY DIRECTOR’S SCHEWLE 

study Procedures kont. > 

7. Bio: please obtain the following specimens at the times listed. 

DAY 1, 15: 
Hour Ti0e 
0 0845 

0930 
1000 
1030 
1100 
1130 
1200 
1230 
l300 

1400 
lSO0 

E 

1900 
2100 

nlbe 
*1 - 10 ml royal blue 

2 - 7 ml gray 
1 - 7 ml gray 
1 - 7 ml gray 
1 - 7 ml s+ 
1 - 7 ml gray 
1 - 7 ml irai 
1 - 7 ml gray 
1 - 7 ml gray 

*1 - 10 ml royal blue 
1 - 7 ml gray 
1 - 7 ml gray 
1 - 7 ml gray 
1 - 7 ml gray 

*1 - 10 ml royal blue 
1 - 7 ml gray 
1 - 7 ml gray 

l 1 - 10 ml royal blue 
1 - 7 ml gray 

DAY 2, 16: g 0100 1 - 7 ml gray - 
- 0900 - *- 1 - 7 ml gray‘ 

36 2100 *1 - 10 ml royal blue 
1 - 7 ml gray 

*Collect first 

8. Vital Signs: S-minute sitting blood pressure, pulse and respiration, 
teqerature, and weight each moring at 0500. 

9. Urine Collection: A -12 to 0 hour collection will begin at 2050. All 
subjects will empty their bladders 10 minutes before the collection 
begins. All subjects will be sent to the bathroom to empty their 
bladders after the O-hour bios have been completed on Day 1. At those 
times at which blood draws and urine collections coincide, the subjects 
will be sent to the bathroom to empty their bladders immediately after 
completion of the blood draws. At all other times, subjects will 3e 
instructed to empty their bladders beginning at exactly the stipulate? 
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APPENDIX I (cant.1 c 
STUDY DIREmR’S SCXEME 

Sttiy Procedures (cont.) 

time, using a two-minute stagger. Urine collection for each period will 
continue for 8 days with O-12 hour, 12-24 hour, then at 240hour intervals 
of 24-48 hour, 48-72 hour, 72-96 hour, 96-120 hour, 120-144 hour, 144-168 
hour and 168-192 hour. 

10. Discharge: On Day 9, subjects will leave the center for a six-day wash- 
out period. Final discharge is on Day 23, after the second treament 
period. . . 

11. Npo: All subjects will be NFYI except for water from 2100 cm Day -1 until 
breakfast on Day 1, and from 2100 on Day 14 until breakfast on Day 15. 
On all other days, subjects will be NPO at 2300. 

12. Activi Normal levels of activity should be carried out &ring the 
‘TiZSi~ours post the initial dose. No strenuous activity is permitted, 
but subjects nust be sitting or ambulatory during this time. c 

- - - -- . ..-- -. - .- -. -- 
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APPENDIX I bmt.1 

RUDY DIRECIOR’S SCIEWLE 

Diet 

MY -1 

supper - 1730 

House Diet 

Snack - 2000 

House Diet; however, uust eat all food provided. 

MY 1 

Breakfast - 0800 

Orange juice 
Cold cereal 
Sugar 
Toast 
Batter 
Milk 

l/2 c 
3/4 c 
1 tsP 
2 slices 

f 2 

but -t all f@ Provided. _ 
Lunch - 1400 

_ ___ . _ c- _ __ 

House Diet; however, mst eat all fobd provided. 

-_ -- 

Supper - 1800 

House Diet; however, mst eat all food provided. 

DAYS 2-8 

All meals are house diet, but subjects are asked to eat all food provided cn 
my 2. 

Breakfast - 0930 
Lunch - 1300 
Dinner - 1730 
Snack - 2000 
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APPENDIX I bit.) 

S’IUDY DIRECI0R’S SCKHNLE 

Diet (cont.) 

DAY 9 

Breakfast - 0930 

WY 14 

Supper - 1730 

House Diet 

Snack - 2000 

House Diet - Subjects are asked to eat all food provided. 

WY 15 

Breakfast - 0800 

c 

c 
Orange Juice l/2 c 
Cold cereal 3/4 c 
Sugar 1 tsP 
Toast 2 slices 
Butter 
Milk 

2- VP - --. . r- - -. . 
8 oz 

hhst eat all food provided. 

Lunch - 1400 

House Diet, but subjects are asked to eat all food Provided. 

Supper - 1800 

House Diet, but subjects are asked to eat all food provided. 
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APPENDIX I hnt.) 

STUDY DIRECI’OR’S SCHEWLE 

Diet (cont. ) 

WYS 16-22 

~1 meals are house diet, but subjects are asked to eat all food provided on 
Day 16. 

Breakfast - 0930 
Lunch - 1300 
Dinner - 1730 
Snack - 2000 

. . 

DAY 23 

Breakfast - 0930 

?he diet mst exclude all xanthine-containing food and beverages such as 
coffee, tea, cola, Sanka, chocolate, or cocoa. 

QRC i996 



BIOAVAIlABILITY 

APPENDIX J 

SAMPLE HANDLING pRocEwREs 

I. SAMPLE IABEL AND SPECIMEN LOG IDENTIFICATION INFCIRMATI(TJ 

The first three numbers correspond to the Study ID number which is 
permanently assigned to each protocol. The next four or five nunbers 
are the Subject’s Copter ID number. The Computer ID number belongs 
permanently and exclusively to one particular Subject.- The remaining 
digits correspond to the number of samples collected for a single 
Subject during the study and the sample type. For example: If 15 
samples are to be collected, the nmbers muld run from 1 to 15. The 
sample type code follows the sequential sample rnnnbef and is a code 
representing the type of sample contained in the storage tube or 
bottle. Sample type codes: P-Plasma, S=Serun, C-Cells, W-Whole Blood, 
U-Urine, FE=Feces, SAL=Saliva, SP-Sputun, E-bmesis, W-Gauze Pad. 

The top line of the sample label corresponds with the data entered in 
the Sample Identification colunn on the Specimen Log. 

Sample types required on this study: Plasma, Whole Blood, Urine. 

II. SPECIMEN CoLLECrIoN PRKEWRE 

A. ;l&~~ampnp::r~i$?d: Plasma-Salicylate) 

2: Stopper color: Gray 
3. Anti-coagulant: Potassilmn oxalate and sodium fluoride 
4. Tube IM: T-2045PS 
5. Tube Lott: 8507193ti .-. . Cd - --- - 

B. Whole blood - Birth 
1. Tube size: 10 ml 
2. Stopper color: Navy (trace metals tube) 
3. Anti-coagulant: 143 USP units of Sodium Heparin 
4. Tube ID#: T-6527 
5. Tube Lott: 4Jo49 

C. Urine 
1. Collection container: Polyethylene bottle with paper lined 

metal cap 
2. Urine collection container is chilled on wet ice in a Styrofoam 

cooler during the collection interval 

QRC 1996 



AppENIXX J (cont. > 

BIOAVAILABILITY SAMPLE HANDLING PRKDUES 

III. SAMPLE PROCESSING 

A. Plasma for Salicylate analysis 
1. Centrifugation 

Maxim time after draw: within 30 minutes 
E: speed: 2500 RR4 

Temperature: 4’C 
? Length of spin: 15 minutes 

2. Storage container: Sarstedt 1546 
3. Decanted with: Glass pipet 
4. Freezing/refrigeration: Frozen in dry ice; stored in a -10 to 

-2OOC freezer in an upright Position s 

B. Whole blood for Bisuuth analysis 
1. Storage container : Sarstedt t541 (13 ml capacity) 
2. Freezing: Frozen in a -1O’C to -2O’C freezer 
3. Amount required: Minimun of 6 ml 

C. Urine 
1. Total volume calculated by specific gravity 

FGRMUlA: Total volune weight minus the tare weight equals 
the corrected weight which is divided by the specific 
gravity resulting in the total volune of urine. 

2. pi4 required:. -Yes 
3. Aliquot size: Salicylate : :i z 

BisnWh: 
plus 7 ml aliquot 
plus 7 ml aliquot 

4. Storage container: 60 ml Nalgene and 100 ml Nalgene bottles; 
Sarstedt 1541 tube (13’ ml1 

5. Freezing/refrigeration: Freeze in a -1O’C to -2O’C freezer in 
an upright position 

6. Special handling of sample: Four aliquots were saved from each 
collection interval; two for salicylate analysis; two for 
bismuth analysis 

IV. SAMPLE PACKING AND SHIPPING 

A. Samples photographed (Kodak 1OOASA print film; 36 exposure roll; 
film developed to negatives; stored in study files) 

B. Ties packaging 
Packed in freezer-safe zip lock plastic bags by experimental 

’ time period. 
2. Special packaging: None 

C. Shipping container: Styrofoam cooler 
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APPENDIX J (cont. > 

BIOAVAILABILITY SAMPLE HANDLING PRKEDURES 

D. Samples packed in dry ice sufficient to maintain them in a frozen 
state for a maximur~ of 72 hours. 

E. !Zaruples shipped by priority overnight courier service unless 
instructed otherwise by sponsor. 

F. Courier Service: Salicylate samples: QRC Courier 
Bismuth samples : Federal Express 

G. Notification call made to designated recipient. 
H. Confirmation call placed after expected arrival time the following 

&Y* _ 
v. SAMPLE RECEIPT INSTRLJCTIQNS 

L 
A. Log in sanrples checking against subni ssi on record accompanying 

shipment. - 
B. Call irmnediately if discrepancy is found (816) 483-1850 Bio 

Department. 
C. Return signed copy of submission record to QRC in self-addressed 

stamped envelope. 
1 VI. SAMPLES SHIPPED To: 

A. Salicylate saruples: 

Teresa Reimer 
Kansas City Analytical Service 
12302 Johnson -Drive *me Missian, I(ansas-‘-66216. -- - --- -- _ _ 

Sanrple types shipped to this address: Plasma and urine 

Sarrrple shipment date: U/07/85 

B. Biantth samples: 

Fred Mitchell 
Procter & Gamble 
11511 Reed Hartman Highway 
Cincinnati, Ohio 45241 

Sanxple types shipped to this address: Whole blood and urine 

Sample shipment dates: 10/02/85 8X-940-255 
10/16/8S 8X-940-196 
11,'07/8S 831-944-21' 

Airbill nmber(s) 
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AFTENDIX It 

PHASE1 

LABoRATmY RamENcE RANGES 
HEALTHY MALES (18-50 YEARS OF AGE) 

J3.4-l&o 

39.cMi.4 

4.34-5.90 

4.4.ll.9 

B-97 

27.2-34.2 
-- 

33.4-36.3 

36-76 

O-1 
22-58 
0 

i-2 
O-1 
0 

L 

wits 

t 

I.? 

ug 

# 

t 

: 
# 
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APPENDIX K (cont.) 

RUSE1 

IAmRAToRr REFERENCE RANGES 
HEALTHY MALES (18-50 YEARS OF AGE) 

c 

172~r118 
. 

- 

3.98.7 

O-17 

0.7-1.4 

03-1.0 - 

wEi2 

o-44 

mits 

Khms 

m/L 
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IJiBommYWRAK;Es 
HEAL'IHY MALES (18-50 EARS OF AGE) 

5.2-7.0 

l.ax-1.m 

Nsati- 

&P-K- 
M!@= 
o-l5 

o-6 

r+A 

Ni 

NJ 

M .- - -. 
NJ 

AfF 
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FHASEI 

IAmbImy REFERENCE RANGES 
HE‘WW MALES (18-50 YEARS OF AGE) 

c 

- -. - -- - .._- -- - ._ _- 
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