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Obesity Non-obesity
Variable (n=30) (n=316) p value
Cases (%) Cases (%)
Treatment
Oseltamivir 25 (83.3) 274 (86.7) 0.781
Zanamivir 3 (10.0) 31 (9.8) 1.000
Dose escalation of anti-viral drug 2 (6.67) 3 (0.95) 0.062
Prolongation of anti-viral treatment 3 (10.0) 20 (6.3) 0.436
Antibiotics 28 (93.3) 286 (90.5) 0.755
Supplemental treatment
Corticosteroids 13 (43.3) 67 (21.2) 0.009 *
Oxygen 23 (76.7) 148 (46.8) 0.002 *
Invasive positive pressure ventilation 11 (36.7) 34 (10.8) <0.001 *
Outcome
Death 3 (10.0) 24 (7.6) 0.718
Length of hospital stay
<7 days 2 (6.7) 71 (22.5) 0.058
> 7 days 19 (55.4) 175 (55.4) 0.446

* p<0.05

Fujikura Y. Unpublished data.
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Intention to treat infected

OseltamivirN  Placebo N Estimates of median time and their difference (h)

Oseltamivir Placebo Difference
M76001 681 355 963 120-5 -24-2
WW15819 876 978 223 254 1500 174-9 -24-9
WV15670 157 161 87-4 116-5 -291
WvV15812_872 118 133 151.5 161.0 -95
Jv15823 121 130 700 933 -233
WV15671 121 128 715 1033 317
WV16277 119 109 803 993 -19-0
WV15730 19 19 782 143-9 -65-8
WV15707 6 6 533 313 220
Overall* 1565 1295 975 122.7 -252(-362t0-16-0)

Intention-to-treat infected population

Oseltamivir Placebo Time ratio

N N (95%CI)
Trial '
M76001 681 355 — 078 (0-69-0-88)
WV15819+ 223 254 A 0-89 (075-1.07)
WvV1s670 157 161 —-I— 077 (0-62-0.95)
Wv15812+ 118 133 —.—-— 0-96 (075-1.23)
JV15823 121 130 —N— 076 (0:53-0-97)
Wvis671 121 128 —*—v— 0-67 (0-53-0-85)
Wvi6277 119 109 —— 0-81(0-63-1.04)
Wvis73o 19 19 _ 050 (0:27-0-92)
WV15707 6 6 P 1.53(045-515)
Overall 1565 1295 079 (0-?4$-85)
(Heterogeneity p=0-31) p<0-0001




Neuraminidase inhibitors for preventing and treating
influenza in adults and children (Review)

Jefferson T, Jones MA, Doshi P, Del Mar CB, Hama R, Thompson M], Spencer EA, Onakpoya
IJ, Mahtani KR, Nunan D, Howick J, Heneghan CJ

*

THE COCHRANE
COLLABORATION®

Figure 4. Forest plot of comparison: | Oseltamivir versus placebo for treatment, outcome: |.| Time to first
alleviation of symptoms in adult treatment (ITT population) [hours].

Oseliamivit Placebo Mean Difference Mean Difference
Study or Subgroup Mean [hours] SO [hours] Total Mean (hours] SO [hours] Total Weight IV, Random, 95% CI [hours] ¥, Random, 957% C1 [haurs]
5001 a6 1252 a3 1655 1563 473 264% 2490 [ALI13, -B.67] ——
WISE70 129 1146 240 1445 118 235 159 1550 [-36.42, 5.42) —
W1SE71 1024 899 204 1253 959 200 205%  -22.90[-41.34, -4.45]
W15707 154 1665 17 936 1344 9 058 60.40[-57.81 17861]
WIS730 76 1048 3L 17 1Td 27 1% -63.40 [-139.68, 12.95)
WISB1Z/WV15872 1957 1523 189 2033 1463 202 8% -10.20[-39.44, 19.04]
VVLSB1S/WY 156 76/WV15378 185 1456 358 1924 1452 375 150%  =7.40[-28.46, 1360] —
Wi16277 1387 1384 228 1437 1254 225 1L7% -500[-29.37,19.37) —
Total (95% CI) 2208 1746 100.0% ~16.76 [-25.10, -8.42] *
Heterogenay: Tau’ = 0.00; Chi' = 5,33, df = 7 [P = D.50); I = 0% t5
0.0001)

o -50 50 1
Test for overall effect 7 = 3.94 Favours oseltamivir Favours placebo

Figure 5. Forest plot of comparison: 3 Zanamivir versus placebo for treatment, outcome: 3.1 Time to first
alleviation of symptoms in adult treatment (days).

Zanamivir Placeha Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI
INAI-01 3.13 133 29 3.9 0.96 31 10.7% -0.77 [-1.36, -0.18] e
INAL-04 3.84 2.06 32 5.68 275 16  L.8% -1.84[-3.36,-0.32] _
INAOT 4.41 195 211 4.67 1986 107 16.3% -0.26 [-0.72,0.20] —r
NAI30008 9.61 B.11 262 10.72 B.46 263 2.1% -1.11[-2.53,0.31] I—
NAI30010 7.11 652 163 7.93 6558 158  2.0% -0.B2 [-2.25, 0. —_—T
NAIF0D12 10.45 B.89 191 10.93 8.47 169  13% -0.48 [-2.27, L. —
NAIZDO15 4.29 523 293 4.86 5.64 1295 5.2% -0.57 [-1.45,0.31] —T
NAIA/B20D8 5.87 2.46 834 6.34 2.25 422 33.8% -0.47 [-0.74,-0.20] -
NAIAZOOS 5.29 231 139 5.7 2.49 81 8.7% -0.41[-1.07, 0.25] T
NAIAZDD2 £34 74 412 89 777 365 36 -0.56 [-1.63,051] —
NAIB200S 5.06 233 64 5.9 273 63 5.01% -0.84 [-1.72, 0.04] —
NAIE3001 6.48 3.74 227 7.35 3.83 228  B.0% -0.87[-1.57,-0.17] I
NAIB3002 7.97 731 174 10.58 853 182  15% -2.61[-4.26,-0.96] ——
Total (95% C) 3031 2350 100.0% -0.60 [-0.81,-0.39] *
Heterogeneity: Tau® = 0.01; Chi® = 13.24, df = 12 (P = 0.35), I' = 0% + + + -

Test for overall effect: Z= 5.69 (P < 0.00001) Favours zanamivir Favours placebo

JASE =R —EHEEBEICKIBAB L
VCINBDAV LI DFIHERE

(LEx—)

Figure 7. Forest plot of comparison: | Oseltamivir versus placebo for treatment, outcome: 1.17
Complications: pneumonia in adult treatment.

Oseltamivir Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Randem, 95% CI IV, Random, 95% CI
L.17.1 Trials which collected data en nen-specific adverse event or secondaryintercurrent iliness form
M76001 6 965 9 482 23.7% 0.33[0.12,0.93 —
WY1S670 1 aBs 1 235 44% 0.97[0.09, 10.66 —
WY15671 6 411 4 204 159%  0.74[021,2.61) —
Wv1s707 1 17 1 9 3.6% 0.53 [0.04, 7.50] —
WYL5730 o 31 1 27 2.5%  0.29[0.01, 6.88
WY16277 o225 5 226 3.0% 0.08(0.01, 154
Subtotal (95% CI) 2133 1183 53.0% 0.44 [0.22. 0.B8] -~
Total events 15 21

Heterogeneity: Taw® = 0.00; Chi# = 2,60, df = 5§ (P = D.76);
Test for overall effect: Z = 2.34 [F = 0.02)

= 0%

1.17.2 Trials which collected data on specific "Diagnosis of secondary iliness” form

WYL5812/WV158/2 3 199 7 202 13.9% 0.44[0.11, 1.66
WYLS 819 (WVISBIB/WY1SITS 9 36z 11 373 33.0%  0.83[0.33, 2.01
Subtotal (95% CI) 561 575  47.0% 0.69 [0.33, 1.44]

Total events 12 18
Heterogeneity: Tau® = D.00: Chi* = 0.66, df = L P = D.42); F = 0%
Tast for overall effect Z = 0.99 (F = 0.32)

Total (95% CI) 2694 1758 100.0% 0.55 [0.33, 0.90] -
Tatal events 27 33
Heterogenely: Tau® = 0.00; Ch = 4.04, df = 7P = 0.77); F = 0% 0.01 00

Test for overall effect 7 = 235 (F = 0.02)

¥ 10
Favours oseltamivir  Favours placeho
Test for subgroup differances: Chi* = 0.78, df = 1 (P = 0.38), F = 0% "

Jefferson T, Jones MA, Doshi P, et al. Neuraminidase inhibitors for preventing and treating influenza in healthy adults
and children. Cochrane Database Syst Rev 4, CD008965. 2014
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