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STREFTOMYCIN TREATMENT OF PULMONARY TUBERCULOSIS
A MEDICAL RESEARCH COUNCIL INVESTIGATION

The following gives the short-berm muh; o[ & comtrolled investigation into the effects of streplomycin on ooc

of pulmonary twherculosis
mhl Trials Commitsee, com
5. Blacklock, Professo
Dr. F. B G. Heaf, Profe:
H. Ra_wi:k Dr. 1 0. Sad
isxrctaryl “The centres a
pathalogical work were a5 rol.lm

Fathologiats (Conaral vabc Ihm Iabonlom. D|.
G- B Forbes, Dr. L D Hlalt

ol (MCCY Herefeld, Misdiower -
. & M or, L. B Houghion :
hﬂnlwn B, E. Namau,

The dinicians of b contres met periodically as a wn(kmg sahcommittee u\d« ﬂw dummmhlp of
Cruicksh:

aball . w0 alio dad the

s planncd lnﬂ mmuna uy the Streptomacin in Tuber-

r Ih( !Dlh--\n members: Dr. Geol Marshall

B Capon. Dr. R. Cmcbbnuk Frofessor 1. H. Gaddum,
exso

tehairman), Professor
L_E. Houghion. Dr. J. Clflord. Hople,
i, 5. Wikson, and

Bangour Hogpiral. Bamgosr, Weat Lothian —Clisscian
i Dr. lsabeila Purdic,
Sonaborium, Loods—Clini-

Mnmm. Nm-ml (LoCL uma-um- N, London
—Clinscians: Dr. F. A Shoulman ; Fathe-
Togin T 1, i Alstes, D e

Sulty Hospival Sully, o Clnicaan Dr. D M
Thomas, - R. West : Pathologht= Profemor W. W

Trilar,

k.

Dr. Geollrey Mar K.
Dr, Marc Danicl, of be Couscils sieqiibe. stafl, was respomstic for tbe d.umzl \Uuﬂlmhu“n of ux

wiaks, and be alio peepared the report for the Commitice. wilh assistance

oa the asalysis of Waborsivey resulis  For the purpose

of fimal analysis Ihr ndm%bﬂlgﬁ

tmcssed By 8 panel compased of Dr. L. G. Bir. Dr. Pewe Kevlcy.

Istroduction

special commintee of the Medical Resea
Council underook in Sepiemiber, 1986, 10 plan cinical trial
ol sarepiomyein in rubsreuloals the muin problem faced was
g the eflect of the drug in puimonary
tuberculosis.  This anlibiotic had been discovered rwo years
previosly by Waksman (Schatz, Bugie, and Waksman,
18841 in the imervening period it power o inhibiling
tubescle bacilli af_ treatment in

been,

Feldman. and Flueter.

cal revals i pulnonary tubmcatosis were ews
The materal courss of pulmonary rabercul

8 varishle and espredictable that evidence of improvement

of cure following the use of 4 new drug in & few cases

cannan be leP'od s prool of the ffect of that 3

if based on

repurted negative therapeutic resalts (Amberson, MeMahon,
and Pinser, 19311, In 1946 no mmmlleﬂlmlnd strepomycin
in Nmul'r naberculosis 0 underaken in e
IJ The Commnnee of the hhdlnl Restarch Couneil
n that a part of the small supply of |Iriwﬂwwn

lllnnludin it for reaearch purpeses would smployed
in a rigorcaly mvaliplon with u.mmmu
controh.

The miay dbeulties of phaneing and condesiing  tral
of this nature are jmpartant enough
description heee of the methods. of the i coiguion.

Plan and Conduct of ihe Trisl
Trpe of Coe .

A firt prevequisite was that all patients in the trial shoukd
have & similar type of diseass. To avoid Baving to make
sllgwances for the #ffect of formu of therapy other than
bed-rest, the typs of disease wak 1o be cac nol suitsble for
ather farms of therapy. The eulmuted chancer of spon-
tanese regrewsion must e smull. On the other hand, the
type of lewion thould be such a3 b offer some prospect al
ction by an ellesioe. chemaihery rapeutic agest ;. for this

standing diseave, and disease wilh thick-walled
4582

Medical Research Council. Streptomycin treatment of pulmonary tuberculosis. British Medical Journal,1948,2:769822.
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| had published my articles in the Lancet, which led to my handbook
“Principles of Medical Statistics” just 10 years earlier in1937....I had
been thinking about controlled trials for all of those 10 years and

hoping for an opportunity that might arise.... Now the occasion arose Sir Austin Bradford Hill

and | was, therefore, completely ready for it. 1897-1991
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Beta-blocker heart attack trial research group. A randomized trial of propranolol in patients with acute myocardial infarction: mortality results. Journal of
American Medical Association,1982,247:1707-14.
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Data Reports BocesLegend ] Plot Tesct ] Elot Type
—Solve For — Effect Si
Find (Schre For): HRD (Hazard Ratic of Eguivalence):
|1 (Total Sample SEze) - [0 ol

—Error Rat

Ponveer (1-Beta):

Jos =1

Alpha {Significance Lewel):

hi {Hazard Rate of Reference Group):

o232 ~1 *|

Paramseter Conwersion I

[o.025 =1

—Sample Si

M (Total Sample Size):

|zo0 320 330 340 350 =1

Proportion in Reference Group:

ID.S vI

— Druratio

Accrual Time (Integers Onby):

[12 =1
Accrual Patbtern:

IEquaI LI ;I
Total Time {(Integers Onby):

S =1

—Proportion Lost or Switching Groups

Reference
Lost:

Lost:
|o.005 ~] = |o.005
Swwitch to Treatment: Switch to Reference:

[o =1 * [os

Treatment

deheat

—Spr

Spreadshest I

=] &

=1 =1

'

Template Id: I

HRO (EQUIVALENCE):

This is the hazard ratic of eguivalence.
Assuming that events are bad (such as
ideath}, then this number should be = on=.

Enter the masdimum hazard ratio that will still
be considered non-inferior to the reference
group. For sscample, f you enter 1.20 here,
hrou =re ssying that hazard ratios = 1.20 will
result in the condusion of non-infericrity
hwhen HD is rejected. In octher words, hazard
ratics up to 1.20 indicate that the trestment

Resst Guide Me

group is no worse than the reference group.
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R IE (equivalence test)

I 2R AR A7

R
Ho: | T-S |20
U5 =S vl
I 5724
JES UG R

& (superiority test)

D HEA NIRRT R 2 E L a7

JESUERELE (inferiority test)

R =l e




R

JINYULIANGY AN B

_EHILHN i??f_ =0

> IRIT: =Rz, WE. BEITEE%J%—ZGN,M
> HARE:  5500G+K%!)

LD

> T IER:

> FE: &7 ASWREEREFHIHEIZRHIV RNA<400 £ 01/ml)
> IRER BT 4ASWRIERE=EENGEER, FF

Staszewski et al. Abacavir-lamivudine-zidovudine vs indinavir-lamivudine-zidovudine in antiretroviral-naive HIV-infected adults: A randomized
equivalence trial. JAMA. 2001
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Yi et al. Comparative pharmacokinetics of HD203, a biosimilar of etanercept, with marketed etanercept (Enbrel®): a double-

blind, single-dose, crossover study in healthy volunteers. BioDrugs, 2012.
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Lippman et al. Effect of selenium and vitamin E on risk of prostate cancer and other cancers: the Selenium and Vitamin E Cancer
Prevention Trial (SELECT). JAMA, 20009.
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Kaplain-Meier%
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Mo. of Events/ Median 12-Mo 24-Mo
Total No. Overall Survival ~ Overall Survival Rate  Overall Survival Rate
of Patients {95% CI) {95% Cl) (95% C1)
mo % %
Durvalumab 183/476 NR (34.7-NR) 3.1 (79.4-86.2) 66.3 (61.7-70.4)
Placebo 116/237 28.7 (22.9-NR) 75.3 (60.2-80.4) 55.6 (48.9-61.8)

1.04
Stratified hazard ratio for death, 0.68 (99.73% CI, 0.47-0.997)
0.94 Two-sided P-0.0025
— 034
£
2 07
@
g 0.6 Durvalumab
3 054
5
E‘ 0.4 Placebo
8 034
2
o 0.24
0.1
00T T T T T T T T T T T T T T 1
o1 3 6 9 12 15 18 21 24 7 30 33 16 39 42 45
Months since Randomization
No. at Risk
Durvalumab 476 464 431 415 385 364 343 319 274 210 115 57 23 2 o

Placebo 237 220 198 178 170 155 141 130 117 73

41

21

Probability of Death or Distant Metastasis

No. at Risk

Durvalumab

p QA Q

—y
-4\ | =
Median
No. of Events/ Time to Death
Total No. or Distant Metastasis
of Patients (95% Cl)
mo

Durvalumab 182/476 28.3 (24.0-34.9)
L0 Placebo 126/237 16.2 (12.5-21.1)
0.0 Stratified hazard ratio, 0.53 (95% Cl, 0.41-0.68)
0.8+
0.74
0.6+
0.5+

Durvalumab
0.4+
0.34
0.2+ Placebo
0.1+
0.0 T T T T T T T T T T T T 1
01 3 4 9 12 15 18 21 24 7 30 33 k13 39

476 419 357 316 259 223 194 163 129 92 46 25 1
237 189 139 1138 95 77 64 54 39 7 12 5 0

Months since Randomization

oo

Antonia et al. Overall Survival with Durvalumab after Chemoradiotherapy in Stage Il NSCLC.

NEJM.

2018.



ni
Ll
e

Logranki@IGRIERK: FLEHIXIBLERIR

\ !
\ /
\ %
L 039

SLLBING RELHIRNG



\

I\\\-I- #Eéj JE

A E A2
(confounding)/&, B
V=51

T EEE I
(heterogeneity)

Subgroup

Overall
Age
<65 yr
=65 yr
Sex
Male
Female
ECOG performance-status score
0
1
Region of enrollment
East Asia
Rest of the world
PD-L1 tumor proportion score
<1%
=1%
1-49%
=50%
Taxane-based drug
Paclitaxe
Nab-paclitaxel

No. of Events/
No. of Patients

349/559

162/254
187/305

284/455
65/104

96/163
253/396

61/106
288/453

122/194
221/353
127/207

94/146

231/336
118/223

Hazard Ratio for Disease Progression or Death (95% ClI)

0.56 (0.45-0.70)

0.50 (0.37-0.69)
0.63 (0.47-0.84)

0.58 (0.46-0.73)
0.49 (0.30-0.81)

0.45 (0.29-0.68)
0.61 (0.48-0.78)

0.49 (0.30-0.82)
0.58 (0.46-0.73)

0.68 (0.47-0.98)
0.49 (0.38-0.65)
0.56 (0.39-0.80)
0.37 (0.24-0.58)

0.52 (0.40-0.68)
0.65 (0.45-0.94)

Pembrolizumab Combination

Placebo Combination
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