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Survey forms collected
n = 3,725 (from 786 institutions)

1

n=183

Patients excluded from safety evaluation

Reasons: *

Patients evaluated for safety
n=3,542

]

Major protocol deviation

(not initial dosing, registration beyond 7 days post-dose)
* Not treated with laninamivir

* Occurrence of AE after laninamivir dose not specified

n=2
n=170

Patients excluded from efficacy evaluation

n=18
Reasons: * Infected with other pathogenic microorganisms when dosed with laninamivir n=5
*+ Undocumented or indeterminate efficacy rating for laninamivir n=13
Patients evaluated for efficacy
n = 3,524
Fig. 1. Composition of patient population.
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Table 1. Baseline clinical profiles of patients BIL, 20 mg P G-HHs 277%, 40 mg HGHI23722% T
Variables n=3,524 botzo o .

Sox Male 1,725 (49.0%) 3. u&}i%’jﬁ S u&?}m}? L
Female 1,799 (51.0%) W ASGHT & AR O TR % Table 2 1273, W
<4yrs 8( 0.2%) AL, [ERERERE] 399%, [H=] 331%, [FRREE
ijyi tggoﬂjs Z;Elg ;j; JB) 264% &, [EEARER DR % < WMAIRDLE, [
S loysto<isgs | sooamy  ATE] 879%, NIHZWATE ] 108%, [HF )k

Age =15 yrs to<65 yrs n%mm) AT& %5721 08%, [BMATEZ2-72] 01% &
=65 yrs 64 ( 1.8%) 98.7% DIEBI T ATE 2], TIZIFWATE 2] LEL
Range 294 yrs LTz, [IMATE - mE L-EE1L, TR
Mean 5D 2212165 93.8%, [MRIIEI] 868%, [HE] 81.9% DIEHIZ#A -

Testing with a rapid - o T BERBIICBCT, [HEVRATE A7), [

diagnosis kit Combined type 3( 0.1%) AT&ehrolz] ERIE L7RERII D572,
<385C 1,847 (52.4%) 4. AFERHI RS

Body temperature on =385C 1,676 (47.6%) SERH O AIRI % Table 3 IR [HFVRATE

admission s i N0 ot TRATE hdrorz] L LAERIL, 6
27;‘:? jjf(;i;) e~ 10 MR 5T 12 14%~19%, 10 f~15 ik il < 13

Flu symptom score on 8-14 points 2,295 (65.1%) 0.8%, 15 /%~65 Al Tlx 0.1%, 65 L ETIiE 1.6%

admission® =15 points 522 (14.8%) ThHhotze —H, 201D [WMATEZ] EMEL2
Mean *SD 105*3.9 AR, 3T 16.7%, 4% Tl 88%, 5 Tlt 49%
No 2,068 (58.7%) LY VR NOUN N R EoRF (A

Vaccination against
Yes 1,039 (29.5%)

Unspecified 417 (11.8%)

(

influenza E
=<12h 1,068 (30.3%)

(

(

(

(

>12hto =24h 1,454 (41.3%)

>24hto =36h 536 (15.2%)
Pre-dose hours >36hto <48h 283 ( 8.0%)
>48h 180 ( 5.1%)
Unspecified 3( 0.1%)
Mean = SD 20.4+14.8
20 mg 977 (27.7%)
Dosage of laninamivir 30 mg 1( 0.0%)
40 mg 2,546 (72.2%)
No 3,057 (86.7%)
Underlying diseases Yes 453 (12.9%)
Unspecified 14 ( 0.4%)
No 3,195 (90.7%)
History of allergy Yes 279 ( 7.9%)
Unspecified 50 ( 1.4%)
. . No 697 (19.8%)
Concomitant medication
Yes 2,827 (80.2%)

*Influenza symptoms (headache, muscle/joint pain, fatigue, chill/
sweating, nasal symptoms, sore throat, cough) observed at the ini-
tial visit for medical consultation were scored using a 4-point scale
(absent =0, mild = 1, moderate = 2, severe = 3).
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Table 2. Inhalation settings and status of inhalation

Status of inhalation
Fairly . .
Successful i Unsatisfactory Inhalation .
. K satisfactory . R . Unspecified Total
inhalation . . inhalation failure
inhalation
Hospitals 1,318(93.8%) | 87( 6.2%) 0(0.0%) 0(0.0%) 0( 0.0%) 1,405 ( 39.9%)
Pharmacies 809 (86.8%) | 110 (11.8%) 11 (1.2%) 1(0.1%) 1( 0.1%) 932 26.4%)
Home 956 (81.9%) | 182 (15.6%) 18 (1.5%) 1(0.1%) 10 ( 0.9%) 1,167 ( 33.1%)
Place of inhalation
Pharmacy and home 2 (50.0%) 2 (50.0%) 0(0.0%) 0(0.0%) 0( 0.0%) 4( 0.1%)
Unspecified 12 (75.0%) 1( 6.2%) 0(0.0%) 0(0.0%) 3(18.8%) 16( 0.5%)
Total 3,097 (87.9%) | 382 (10.8%) 29 (0.8%) 2(0.1%) 14( 0.4%) 3,524 (100.0%)

Total population includes for all patients investigated, and subgroup populations account for the patients in the pertinent category.

Table 3. Status of inhalation stratified according to age

Status of inhalation
Fairly . .
Successful . Unsatisfactory Inhalation .
inhalation svatlsfact.ory inhalation failure Unspecified Total
inhalation

2 years 2 (100.0%) 0( 0.0%) 0( 0.0%) 0(0.0%) 0(0.0%) 2( 0.2%)
3 years 5( 83.3%) 0( 0.0%) 1(16.7%) 0(0.0%) 0(0.0%) 6( 0.6%)
4years 22 ( 64.7%) 9(26.5%) 2( 5.9%) 1(2.9%) 0(0.0%) 34( 3.6%)
5 years 52 ( 64.2%) 23 (28.4%) 4( 4.9%) 0 (0.0%) 2(2.5%) 81( 8.5%)
6 years 125 ( 79.6%) 29 (18.5%) 3( 1.9%) 0(0.0%) 0(0.0%) 157 ( 16.4%)
7 years 164 ( 78.9%) 39 (18.7%) 3( 1.4%) 0(0.0%) 2(1.0%) 208 ( 21.8%)
Age | gyears 175 ( 81.4%) 35 (16.3%) 4( 1.8%) 0 (0.0%) 1(0.5%) 215 ( 22.5%)
9 years 198 ( 78.6%) 49 (19.4%) 3( 1.2%) 1(0.4%) 1(0.4%) 252 ( 26.4%)
=10yrto<15yr 715 ( 89.4%) 76 ( 9.5%) 6( 0.8%) 0(0.0%) 3(0.4%) 800 ( 22.7%)
=15yrto<65yr 1,579 ( 92.6%) 121 ( 7.1%) 2( 0.1%) 0 (0.0%) 3(0.2%) 1,705 ( 48.4%)
=65yr 60 ( 93.8%) 1( 1.6%) 1( 1.6%) 0 (0.0%) 2(3.1%) 64 ( 1.8%)
Total 3,097 ( 87.9%) 382 (10.8%) 29 ( 0.8%) 2(0.1%) 14 (0.4%) 3,524 (100.0%)

Total population includes for all patients investigated, and subgroup populations account for the patients in the pertinent age category.

Table 4. Efficacy rates stratified according to inhalation status

Efficacy rates (%)
Fairly . X
Successful i Unsatisfactory Inhalation .
inhalation s‘atlsfacFory inhalation failure Unspecified Total
inhalation

2 years 2/2(100.0%) 0/0( 0.0%) 0/0( 0.0%) 0/0(0.0%) 0/0( 0.0%) 2/2(100.0%)
3 years 5/5(100.0%) 0/0( 0.0%) 1/1(100.0%) 0/0(0.0%) 0/0( 0.0%) 6/6 (100.0%)
4 years 22/22 (100.0%) 8/9( 88.9%) 2/2(100.0%) 0/1(0.0%) 0/0( 0.0%) 32/34( 94.1%)
5 years 49/52 ( 94.2%) 20/23 ( 87.0%) 2/4( 50.0%) 0/0(0.0%) 1/2( 50.0%) 72/81( 88.9%)
6 years 116/125( 92.8%) 28/29 (1 96.6%) 2/3( 66.7%) 0/0(0.0%) 0/0( 0.0%) 146/157 ( 93.0%)
Age 7 years 158/164 ( 96.3%) 33/39( 84.6%) 2/3( 66.7%) 0/0(0.0%) 2/2(100.0%) 195/208 ( 93.8%)
8 years 171/175( 97.7%) 33/35( 94.3%) 4/4(100.0%) | 0/0(0.0%) 1/1 (100.0%) 209/215 ( 97.2%)
9 years 196/198 ( 99.0%) 43/49 ( 87.8%) 1/3( 33.3%) 0/1(0.0%) 1/1(100.0%) 241/252 ( 95.6%)
=10yrto<15yr 694/715( 97.1%) 69/76 ( 90.8%) 6/6(100.0%) 0/0(0.0%) 3/3(100.0%) 772/800 ( 96.5%)
=15yrto<65yr | 1,562/1,579( 98.9%) | 118/121( 97.5%) 2/2(100.0%) 0/0(0.0%) 3/3(100.0%) 1,685/1,705 ( 98.8%)
=65 yr 60/60 (100.0%) 1/1(100.0%) 1/1(100.0%) 0/0(0.0%) 2/2(100.0%) 64/64 (100.0%)
Total 3,035/3,097 ( 98.0%) | 353/382( 92.4%) | 23/29( 79.3%) 0/2(0.0%) 13/14( 92.9%) | 3,424/3,524( 97.2%)

Total population includes all patients investigated, and subgroup populations account for the patients in the pertinent age category.
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Body temperature
(mean = SD)
Status of inhalation . normal
on admission temperature
Successful inhalation 384+08C | 363+03C
Fairly satisfactory inhalation | 385+ 0.8C | 36.3+0.3C
Unsatisfactory inhalation 38.6+0.8C | 364+03C
Inhalation failure 385+06C | 365+00C

50

Cumulative percentage of patients without fever resolution

Successful inhalation (n = 3,097)
———————— Fairly satisfactory inhalation (n = 382)
——————— Unsatisfactory inhalation (n = 29)
- Inhalation failure (n = 2)

P =0.0032*

J

inl

T T T T T T T T T T T T
Dayof Day2 Day3 Day4 Day5 Day6 Day7 Day8 Day9 Day10 Day 1l Day 12

halation

Post-dose days

Cumulative percentage of patients with fever resolution (%)

Day 1
Post-dose day (Day of inhalation) Day 2|Day 3|Day 4|Day 5|Day 6|Day 7|Day 8|Day 9(Day 10|Day 11{Day 12
Successful inhalation 29 41.0 | 769 | 89.7] 96.0( 98.3[ 99.4| 99.7] 99.9] 100.0 | 100.0 | 100.0
Fairly satisfactory
inhqlation 2.1 342 | 703 | 83.7( 91.6( 95.5( 98.7 99.5| 99.7| 99.7| 99.7 [ 100.0
U';;";Eff;‘ggry 34 379|517 | 655| 79.3| 93.1| 93.1| 96.6| 96.6| 96.6 | 96.6 | 100.0
Inhalation failure 0.0 00] 0.0]100.0]1100.0]100.0]100.0{100.0{100.0{ 100.0 | 100.0 | 100.0
*Cox regression analysis
Fig. 2. Time (days) until fever resolution after laninamivir inhalation.
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Cumulative percentage of patients with symptom alleviation(%)
Day1
Post-dose day (Day ofini’lalation) Day 2|Day 3|Day 4{Day 5|Day 6\Day 7(Day 8|Day 9|Day 10Day 11|Day 12|Day 13[Day 14|Day 15
Successful inhalation 0.6 12.3137.9/60.878.3189.5|95.5[97.7|98.8]| 99.5| 99.8| 99.9| 99.9{100.0{100.0
Fairly satisfactory|
inhalation 0.5 11.4|34.7|54.5(72.4|84.6|94.6 [96.5|97.8 | 98.6 98.6| 99.2| 99.2| 99.7| 99.7 |>¢
U‘;ﬁ%ﬁfﬁfggw 0.0 7.4|22.2(48.1|51.9|74.1(85.2(88.9|88.9| 92.6| 96.3| 96.3{100.0(100.0100.0
Inhalation failure 0.0 0.0]50.0]50.0{50.0|50.0|50.0 | 50.0 [50.0 [100.0{100.0{100.0{100.0|100.0| 100.0

Fig.

*Cox regression analysis
% All the patients obtained symptom resolution by Day 16

3. Time (days) until symptom alleviation after laninamivir inhalation.
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Laninamivir octanoate hydrate (laninamivir) is an anti-influenza medication that only requires a single ad-
ministration. This drug is easy to use and should improve treatment compliance. However, it is crucial that
patients completely inhale the drug in accordance with the instructions provided by doctors or pharmacists.
As part of the post-marketing surveillance for laninamivir, we investigated the administration setting and
status of inhalation in 3,524 patients ranging from 2 to 94 years in age. Laninamivir was most commonly in-
haled in hospital settings (39.9%), followed by at home (33.1%) and at a pharmacy (26.4%). “Successful inhala-
tion” or “Fairly satisfactory inhalation” was reported by 98.7% of the patient population, indicating a favor-
able status of laninamivir inhalation overall. “Successful inhalation” was reported by 93.8% of the patients
who inhaled the drug at a hospital, by 86.8% among those who inhaled the drug at a pharmacy, and by 81.9%
among those who inhaled the drug at home. “Unsatisfactory inhalation” or “Inhalation failure” was reported
by a large percentage of pediatric patients under 5 years old (16.7% of 3-year-old patients, 8.8% of 4-year-old
patients, and 4.9% of 5-year-old patients). The clinical efficacy of laninamivir was rated by the attending doc-
tors as “effective” for as many as 98.0% of the patients who achieved “Successful inhalation” and 92.4% of
those who achieved “Fairly satisfactory inhalation”. Thus, laninamivir was successfully inhaled by most of
the patients who underwent treatment in clinical settings and was associated with a high clinical efficacy
rate. Therefore, laninamivir was confirmed to be a useful anti-influenza medication with respect to its con-
venience of use and the improvement of compliance. Patients should ideally inhale laninamivir at a hospital
or pharmacy under the supervision of a doctor or pharmacist because the efficacy of laninamivir is corre-
lated with the inhalation success and the inhalation status was better at the hospitals and pharmacies than at
home. Laninamivir might be more effective among pediatric patients, especially for those who are 5 years of
age or younger, if a detailed explanation is provided on how to use the inhaler.



