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[FHEREFAARE] Paromomycin sulfate DEAREREE

FEFE B & OB G FEET 8t 2> 5 EINIZ BT %
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[FHEREFAARE] Paromomycin sulfate DEAREREE

Enrolled N=120

Excluded N=5
——  Norecord on TEAEs N=5
(Not revisit to hospital)

Safety analysis set N=115

Excluded N=62
No record on efficacy N=53

Excluded N=9

Off-target diseases N=9 [ | (Not performed cyst test)
Off-target diseases N=9
Clinical response analysis set N=106 ‘ ’ Cyst analysis set N=53

Fig. 1. Patient disposition.
Of the 120 enrolled patients, 5 who did not revisit to hospital were excluded, because of
the lack of availability of any record on treatment-emergent adverse events (TEAEs), and
the remaining 115 were included in the safety analysis set. Of the cases in the safety analy-
sis set, 62 (including 53 patients for whom no record on efficacy was available as no stool
test for cysts had been performed and 9 who had off-target diseases) were excluded, and
53 were included in the cyst analysis set. Also, 9 cases with off-target diseases were ex-
cluded from the safety analysis set, and 106 were included in the clinical response analysis

set.
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[FHER%AARE] Paromomycin sulfate DEARERE

Table 1. Patient characteristics in each analysis set
Analysis set
Item
Safety Cyst Clinical response
N 115 53 106
Sex Male 104 (90.4) 50 (94.3) 95 (89.6)
Female 11(9.6) 3(5.7) 11(10.4)
Age (years) <15 0(0.0) 0(0.0) 0(0.0)
15-64 100 (87.0) 48 (90.6) 94 (88.7)
>65 15 (13.0) 5(9.4) 12 (11.3)
Mean = SD 47.5+13.6 46.7+11.9 472+133
Min.-Max. 19-78 24-78 19-78
Median 47.0 45.0 46.5
Hospitalization status Inpatient 16 (13.9) 5(9.4) 13 (12.3)
Outpatient 99 (86.1) 48 (90.6) 93 (87.7)
Body weight (kg) Mean = SD 65.9+10.8 65.2+9.4 65.3+9.7
Min.-Max. 39.7-108 41.8-86 39.7-94
Median 64.8 64.8 64.4
N 96 49 88
BMI (kg/m?) Mean = SD 23.1+3.3 23.1%£3.0 229+3.0
Min.-Max. 14.8-36.5 14.8-29.9 14.8-31.8
Median 23.2 23.2 23.1
N 95 48 87
Diagnosis Intestinal amebiasis 106 (92.2) 53 (100.0) 106 (100.0)
Others 9(7.8) 0(0.0) 0(0.0)
Severity Mild 52 (45.2) 29 (54.7) 50 (47.2)
Moderate 49 (42.6) 19(35.8) 44 (41.5)
Severe 10(8.7) 3(5.7) 8(7.5)
Unknown 4(3.5) 2(3.8) 4(3.8)
Initial onset/recurrence Initial onset 101 (87.8) 44 (83.0) 93 (87.7)
Recurrence 14 (12.2) 9(17.0) 13 (12.3)
Hepatic dysfunction Absent 105 (91.3) 51(96.2) 96 (90.6)
Present 10(8.7) 2(3.8) 10 (9.4)
Renal dysfunction Absent 109 (94.8) 50 (94.3) 100 (94.3)
Present 6(5.2) 3(5.7) 6(5.7)
HIV infection Absent 58 (50.4) 32 (60.4) 54 (50.9)
Present 47 (40.9) 16 (30.2) 43 (40.6)
Unknown 10 (8.7) 5(9.4) 9(8.5)
Medical history other than HIV infection Absent 91 (79.1) 39 (73.6) 84(79.2)
Present 24 (20.9) 14 (26.4) 22 (20.8)
Concurrent illness other than HIV infection Absent 71(61.7) 34 (64.2) 68 (64.2)
Present 44 (38.3) 19 (35.8) 38 (35.8)
Prior medication for intestinal amebiasis Absent 16 (13.9) 8(15.1) 13(12.3)
Present 99 (86.1) 45 (84.9) 93 (87.7)
Effectiveness of prior medication for intestinal Effective 96 (83.5) 44 (83.0) 90 (84.9)
amebiasis Ineffective 2(1.7) 1(1.9) 2(1.9)
Indeterminate 1(0.9) 0(0.0) 1(0.9)
Unknown 16 (13.9) 8(15.1) 13 (12.3)

BMI, body mass index; HIV, human immunodeficiency virus
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[FHEREFAARE] Paromomycin sulfate DEAREREE

Table 2. Summary of the schedule of administration of the study drug (safety analysis set)

Item Mean = SD Median Min.-Max.
Duration of treatment (days) (including the treatment suspension period) 9.8*13 10.0 3-15
Number of doses 29.0*3.7 30.0 9-45
Dose per single dose (mg) 502.2+23.3 500 500-750
Daily dose (mg) 1,491.1 +83.5 1,500.0 1,363.6-2,250
(N=115)

FEOREF L) A, BEISTTL2HEZEDY 27
13016 (95% CI:004~069), DV A 7 #
13 -2092% (95% CI: —3393~-791) TH-7z
FRIEGIORIERSBE AL, FIBEM LD 5L,
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743~6046) TH o720 F7z, HIV BG4 LIALOBEH:
JE23 & ZAEBI O EIVE R FEBLE AL, HIV &3 Lot
DBRAERED 2 WEERI L ) b & <, HIV &G0
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CI: 175~1076), #® V) A 7 7% 2564%(95% CI :
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Table 4. Proportion of patients with or without Entamoeba histolytica cysts according to the clinical response to

prior treatment (cyst analysis set)

Clinical response of

Results of the examination of cysts, n (%)

Cyst negative rate*

. 95% CI
prior treatment Cyst-negative Cyst-positive Indeterminate (%)
Effective 44 (100.0) 0(0.0) 0(0.0) 100.0 92.0,100.0
Ineffective 0(0.0) 1(100.0) 0(0.0) 0.0 0.0,97.5
Indeterminate 0(0.0) 0(0.0) 0(0.0) — —

*Cyst negative rate (%) =
tive cases) X 100

(Number of cyst-negative cases)/(Number of cyst-positive cases + Number of cyst-nega-

Table 5. Clinical response rate according to the clinical response to prior treatment (clinical response analysis set)

Clinical response of

Clinical response, n (%)

Clinical response

, N 95% CI
prior treatment Effective Ineffective Indeterminate rate™ (%)

Effective 85 (94.4) 0(0.0) 5(5.6) 100.0 95.8, 100.0

Ineffective 0(0.0) 1(50.0) 1(50.0) 0.0 0.0,97.5

Indeterminate 1(100.0) 0(0.0) 0(0.0) 100.0 2.5,100.0

*Clinical response rate (%) =

(Number of cases with treatment response judged as effective)/(Number of cases with

treatment response judged as effective + Number of cases with treatment response judged as ineffective) X 100
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Safety and effectiveness of paromomycin sulfate for the treatment of
intestinal amebiasis: A drug use-results survey

Masashi Katsuura’, Noriko Sugiyama®’, Eriko Uchihori’,
Takumi Koyama” and Naomi Sugimoto”

Y Post Marketing Study Strategy and Management, Pfizer R&D Japan GK. 3-22-7 Yoyogi, Shibuya-ku, Tokyo, Ja-
pan

¥ Biometrics and Data Management, Pfizer R&D Japan G.K.

Paromomycin sulfate (AMEPAROMO® capsules 250 mg) was approved for the treatment of intestinal
amebiasis in December 2012. We conducted a drug use-results survey to evaluate the safety and effective-
ness of this drug in daily medical practice in Japan. This safety analysis included 115 patients, with a
male: female ratio of approximately 9:1 and a mean patient age of approximately 47 years. Among the pa-
tients, 15 (13.04%) developed 1 adverse drug reaction (ADR), namely, diarrhea, each; of the 15, 14 recov-
ered and 1 was on the path to recovery. None of the patients had any serious ADRs. There were no unex-
pected ADRs. In the analysis set in which the cyst positivity rate in the stool after treatment was exam-
ined (n=53), 52 patients (98.1%) were found to be cyst-negative, and 1 patient was cyst-positive after the
observation period. In the clinical response analysis set (n=106), the treatment was judged as effective in
99 patients, as ineffective in 1 patient, and as indeterminate in 6 patients. Among the patients who were
switched to paromomycin sulfate from a prior drug that was effective, 100% of patients were cyst-
negative (44 negative, 0 positive, and 0 patients indeterminate) in the cyst analysis set; the response was
judged as effective in 85 patients, ineffective in 0 patients, and as indeterminate in 5 patients in the clini-
cal response analysis set. In contrast, of the patients who were switched to paromomycin sulfate from a
prior drug that proved ineffective (n=2), one was cyst-positive and the clinical response was judged as in-
effective in one case. These results indicate that paromomycin sulfate is effective in patients who have re-
sponded effectively to prior drugs, supporting the present treatment course of intestinal amebiasis. We did
not find any special concerns about the safety or effectiveness of this drug.
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