MTPUJIOXKEHUE 2 x crarbe: Byaunyrpa H., Bysunytpu X.J1, Mynmkoro M.IL [IpuMeHeHne MOHOK/IOHAIBHBIX aHTHTE/ B KaueCTBe aHa/IreTUKOB NIPU XPOHHUYECKOM 0071eBOM CHHAPOME
B HIDKHEH YacTy CIMHbI: CUCTEMaTHYecKuit 0030p U MeTaaHanms 3bpeKTUBHOCTH 1 Oe30macHoCTH. AHHAb! KAUHUYECKOU U dKcnepuMenmanbHoti Hegponozuu. 2024;18(2):70-83.

Appendix 2 to the article: Budiputra N., Budiputri C.L., Muljono M.P. Monoclonal antibody as an analgesics management of chronic low back pain: a systematic review and meta-analysis of

efficacy and safety. Annals of Clinical and Experimental Neurology. 2024;18(2):70-83.

CBO,E[HHH I/IHCl)OpMaI.lI/IH 0 NMEePBUYHbIX U BTOPUUHBIX NIEPEMEHHDIX UHTEPECA B UCC/I€J0BAHUAX

Summary of primary and secondary end-points of the studies included

AsTop (rop)
Author (year)

Markman J.D.
et al. (2020)

Katz N. et al.
(2011)

Kivitz AJ. et al.
(2013)

Dakin P. et al.
(2021)

Sanga P. et al.
(2016)

Cai G. et al.
(2018)

MepBuynas
nepemMeHHas HTepeca

Primary endpoint in each study

13mMeHeHne
oLeHKun LBPI
yepe3 16 Hen
M0 CPABHEHMIO

C UCXOJHOM OLEHKON
Change

in LBPI score
from baseline

to week 16

13meHeHwne oueHkm LBPI
yepes 6 Hed NO CPABHEHUIO
C UCXOLHOM OLIEHKOM
Change in LBPI score from
baseline to week 6

13meHeHne
oueHku no LBPI
yepe3 16 Hen
M0 CPABHEHMIO
C UCXOLHOM OLLEHKOM
Change in LBPI score
from baseline
to week 16

/I3MeHeHwe oLeHKN
no LBPI yepe3
16 Hep N0 CPaBHEHMIO
C UCXOHON OLEHKON
Change in LBPI score from
baseline to week 16

/13meHeHne OLeHKM
no LBPI yepes
12 Hed No CpaBHEHMIO
C UCXOAHOM OLIEHKON
Change in LBPI score from
baseline to week 12

13MeHeHne OLEHKM
no LBPI yepes
24 Hep, N0 CPaBHEHNIO
C UCXOJHO OLIEHKON
Change in LBPI score from
baseline to week 24

Bropu4Has nepemeHHas WHTEpeca
Secondary endpoint

in each study

[lons naumeHTOB CO CHIKeHWeM oLeHKN no LBPI Ha > 50% 4epe3
16 HefJ N0 CPABHEHMIO C UCXOZHON OLEHKON;
Percentage of patients with > 50% reduction from baseline in LBPI

score at week 16;

n3meHeHue oueHkn no RMDQ vepes 16 Hef no cpaBHeHmIo

C UCXOJHOM OLIEHKOM;

change in RMDQ score from baseline to week 16;

M3MeHeHue oueHKn no LBPI 4yepes 2 e no cpaBHeHNto

C UCXOAHOI OLIEHKOI (TaHe3ymab no cpaBHEeHWIo C nnawebo);
change in LBPI score from baseline to week 2 (Tanezumab versus

placebo);

eXeHeaenbHoe nameHeHue oueHku no LBPI n RMDQ 4epes 16 Heg
M0 CPABHEHWIO C UCXOAHON OLEHKOI (TPaMafon no CPaBHEHNHO

¢ nnaue6o 1 TaHe3ymabom) 40 56-1 Hed BKIIOYUTENbHO
(TaHe3ymab no CpaBHEHUIO C TPAMagomnom);

weekly changes from baseline in LBPI and RMDAQ scores to week
16 (Tramadol versus placebo and versus tanezumab) through week

56 (Tanezumab versus Tramadol);

L0115 NALKMEHTOB CO CHIKEHMEM oueHKK no LBPI Ha > 30% yepes
16 Hep N0 CPaBHEHMIO C UCXOAHON OLEHKON (TaHe3ymab
M0 CPaBHEHMIO C Nnaue6o n Tpamagonom, TpaMagon no CPABHEHUO

¢ nnaue6o)

the proportion of patients with > 30% reduction from baseline in
LBPI score at week 16 (Tanezumab versus placebo and versus

tramadol, tramadol versus placebo)

3menenne ouenku no LBPI ang fpyrux MOMEHTOB BpeMeHu

M0 CPaBHEHMIO C UCXOLHOI OLEHKO;

Change in LBPI score from baseline to other time-points;
[0N4 NaLMEHTOB, Y KOTOPbIX YMEHbLUEHWe oLeHKN no LBPI

cocTasuno P30% unn P50%;

percentage of patients with P30% or P50% reduction

in LBPI score;

13meHeHue oueHkn no RMDQ 4epes 6 Heg;
change in RMDQ score to week 6;
M3MEHEeHNe OLeHKN no Kpatkomy

ONMPOCHNKY BbipaxxeHHOCTU 60nm (BPI-SF) 4epes 6 Hep;

change in BPI-sf score to week 6;

06Las oLeHKa nauneHToM (PGA) M3MeHeHNs BbipaXeHHOCT 60K

B NOSICHULIE Yepes 6 Hep;

change of Patients’ Global Assessment in LBP to week 6;
PGA vnccnepyemoro npenapara (T.e. 0TBETa Ha f1e4eHue);
Patients’ Global Evaluation of study medication (i.e., the treatment

response);

1CN0Nb30BaHNE Npenapara Ans 06ner4eHns CUMNTOMOB

B TEYEHMNE CYTOK
daily rescue medication use

13meHeHne oueHkn no RMDQ yepe3 16 Heg;

Change in RMDQ at week 16;
n3meHeHne PGA 4vepe3 16 Heg;
change in PGA at week 16;

105 NaUUeHTOB C YMeHbLUeHneM oueHkn no LBPI P30%, P50%,
P70% wnnn P90% 4epe3 16 Hep N0 CPaBHEHMIO C UCXOAHON

OLIEHKOIA;

percentage of patients with a P30%, P50%, P70%, or P90%
improvement in LBPI score from baseline at week 16;

nHgekc oteeta XbC B H4C yepe3 16 Hea
CLBP responder index at week 16

« 13meHeHme oueHkn no RMDQ

yepe3 16 HeA N0 CPaBHEHMIO

C CXOHOM OLIEHKOM;

Change in RMDQ score at week 16;
n3meHeHne PGA 4yepes 16 Heg

M0 CPABHEHMIO C MCXOLHOM OLEHKON
change in PGA score at week 16

13meHeHne nuaekca nHBanuansauuu Ocsectpm Yepes 12 Hep;

Change in ODI score at week 12;

13MeHeHne oueHkmn no BPI-SF yepes 12 Heg;

change in BPI-SF score at week 12;
n3meHeHne PGA yepes 12 Heg;
change in PGA score at week 12;

M3MEHEHE N0 NOJLLIKANaM BbIPAXXEHHOCTU 60N 1 BIIUAHNA 60NN

yepes 12 Hep

change of pain severity and pain interference subscales at week 12

Mpumeyanune. MHK — MeT04 HaMMeHbLUMX KBAAPATOB; H. A, — HET JaHHbIX.

Note. LSM — least squares mean; NA — not accessed

13meHeHme oueHkn no RMDQ
yepes3 24 HeJenm No CPaBHEHMID
C UCXOJHOM OLIEHKON
Change in RMDQ score at week 24

W3meHenue oueHkn no LBPI no cpaBHeHuio ¢ nnaye6o
LBPI NRS change versus placebo

rpynna nevexus
intervention

» TaHe3ymab 10 mr

noakoxHo: —0,40,

95% [ -0,75)—(-0,04);
p=0,0281

Tanezumab SC 10 mg:
-0,40, 95% Gl -0,75

to -0,04; p = 0,0281;
TaHe3ymab 5 Mr nofKoXHO:
-0,30, 95% A1 (-0,66)—(-0,07);
p=071117

Tanezumab SC 5 mg: -0.30,
95% [ (-0.66)—(-0.07);
p=01117

TaHeayma6 200 mMKr/Kr
BHYTPUBEHHO: —3,17 + 0,24,
p < 0,001 (no cpaBHeHuIO

C UCXOJHOM OLEHKOM);
Tanezumab IV 200 pg/kg:
-3.17+0.24, p < 0.001
(change from baseline);
13MeHeHue oLeHKn no LBPI
M0 CPaBHEHNIO C UCXOAHON
OLIEHKO B CPaBHEHUM

¢ nnaue6o — H. 4.

LBPI NRS change

from baseline versus
placebo are not available

TaHeaymab 10 mr: n3ameHeHue
M0 CPaBHEHMIO C MCXOLHOIA
oLieHKoi —2,06;

95% A1 0,14—(-0,8); p < 0,001);
Tanezumab 10 mg:

change from baseline —2.06,
0.14-(-0.8); p < 0.001);
TaHe3ymab 20 Mr: u3ameHeHue
M0 CPaBHEHMIO C UCXOLHOIA
oLeHKoin —2,18; 95%

111 0,14—(-0,93); p < 0,001);
Tanezumab 20 mg: change
from baseline -2.18,
0.14-(-0.93); p < 0.001);
TaHe3ymab 5 mr:

M3MEHEHNE N0 CPABHEHMIO

C UCXOAHON oLeHKol —1,58;
95% A1 0,16—(-0,33); p = 0,11);
Tanezumab 5 mg:

change from baseline —1.58,
0.16-(-0.33); p = 0.11)
13MeHeHue oLeHkm no LBPI

M0 CPaBHEHMIO C UCXOLHOIA
OLIEHKOI B CpaBHEHMN

¢ nnaye6o — H. 4.

LBPI NRS change from baseline
versus placebo are not available

dacuHymad 9 Mr nogKOXHO

4 Hef B CpaBHEHWN C nnawebo
yepe3 16 HeA N0 CPaBHEHUIO

C ncxopHoii ouerkon: —0,7 (0,3),
95% O —1,32)—(-0,12);
p=0,02;

Fasinumab 9 mg
subcutaneously 4 weeks versus
placebo from baseline to week
16: -0.7 (0.3), 95% Cl -1.32
t0-0.12; p = 0.02;

chacuHymab 6 Mr NoOAKOXKHO

4 Hef B CpaBHEHWN C nnawebo
yepe3 16 HeA N0 CPaBHEHUIO

C UCXOHOM OLIEHKOMN:

-0,3 (0,3), 95% K
(-0,88)—(-0,34); p = 0,39;
Fasinumab 6 mg
subcutaneously 4 weeks versus
placebo from baseline to week
16:-0.3 (0.3), 95% CI -0.88

t0 0.34; p = 0.39;

chacuHymad 9 Mr BHyTPUBEHHO
8 Heq B CpaBHeHWN ¢ nnawebo
yepe3 16 HeA N0 CPaBHEHUIO

C UCXOHOM OLIEHKOMN:

-0,7 (0,3), 95%

[ (-1,26)—(-0,07); p = 0,03
Fasinumab 9 mg intravenously
8 weeks versus placebo from
baseline to week 16: 0.7 (0.3),
95% Cl -1.26 to -0.07; p = 0.03

®ynpaHymab 1 Mr nogKoXHO

4 He[, B CPaBHEHMN ¢ Nnawe6o
yepes 12 Hep N0 CPaBHEHUIO

C ucxogHom oueHkon: 0,04,
95% [W (-0,60)—(0,68); p = 0,91;
Fulranumab 1 mg subcutaneously
4 weeks versus placebo from
baseline to week 12: 0.04,

95% Cl1-0.60 to 0.68; p = 0.91;
(hynpaHymab 3 Mr nogKoxHo

4 He[y B CpaBHEHMN ¢ nnawe6o
yepes 12 Hef N0 CPaBHEHUIO

C UCXOHON oueHKon: 0,24,
95% W (-0,88)-0,40; p = 0,46;
Fulranumab 3 mg subcutaneously
4 weeks versus placebo from
baseline to week 12: -0.24,
95% Gl -0.88 t0 0.40; p = 0.46;
¢hynpaHymab (Harpy3o4Has
11033 + 3 M TOAKOXHO 4 Hep)

B CpaBHeHMM ¢ nnaue6o vyepes
12 Hed No CpaBHEHMIO

C 1cxoHom oueHkon: 0,05,
95% W (-0,68)-0,59; p = 0,89;
Fulranumab 6 mg subcutaneously
loading dose + 3 mg 4 weeks
versus placebo from baseline

to week 12: -0.05,

95% Cl - 0.68 to 0.59; p = 0.89;
thynpaHymaé 10 Mr nogKoxHo
4 He[, B CpaBHEHMN ¢ nnawe6o
yepes 12 Hef N0 CPaBHEHUIO

C 1CXoaHOM oueHkon: 0,15,
95% W (-0,79)-0,49; p = 0,65
Fulranumab 10 mg
subcutaneously 4 weeks versus
placebo from baseline to week
12: -0.15, 95% CI -0.79

10 0.49; p = 0.65

[leHocymab 60 Mr BHYTPUBEHHO:
-3,0; 95% W (-5,7)—(-0,3);
p<0,05
Denosumab IV 60 mg: -3.0,
95% Cl -5.7 t0 -0.3; p < 0.05
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KOHTpPOJIbHaA
rpynna
control

-2,41 £ 0,34;
p=0,034
(no cpasHeHuio
C UCXOAHOI OLEHKOW)
—2.41 +£0.34;
p=0.034
(change from baseline)

13meHeHne
M0 CPaBHEHMIO
C UCXOLHOM OLIEHKOM
(cpemHee,
BbluncneHHoe no MHK,
+ CTaHAapTHas
ownobka) -1,25 + 0,16
Change from baseline
(least squares mean
(LSM) * standard
error) -1.25+0.16

W3meHenue oueHkn no RMDQ no cpaBHehuio ¢ nnaue6o
RMDQ change versus placebo

rpynna nevexus
intervention

TaHe3ymab 10 Mr NOAKOXHO:
-1,74; 95% [V (-2,64)—-(-0,83);
p =0,0002;

Tanezumab SC 10 mg: -1.74;
95%

Cl (-2.64)—(-0.83); p = 0.0002;
TaHe3ymab 5 Mr noaKoXHO:
-1,32; 95% AW (-2,21)-(-0,43);
p =0,0035

Tanezumab SC 5 mg: -1.32;
95% Cl (-2.21)—(-0.43); p = 0.0035

H. a. I NA

« TaHeayma6 10 mr:

V3MEHEHNE N0 CPABHEHMIO
C UCXOAHOIA oLeHKoii -3,18 (0,26)
(pa3nuyme No cpaBHeHMtO ¢ nnawe6o
0 cpeaHemy, BblyucneHHomy no MHK,
-1,43; p <0,001);

Tanezumab 10 mg:

change from baseline -3.18, (0.26)
(LSM difference vs placebo —1.43;

p <0.001);

TaHe3ymao 20 mr:

V3MEHEHNE MO CPABHEHMIO

C UCXOAHOIA oueHkoii —2,80 (0,26)
(pa3nuyme No cpaBHeHMtO ¢ nnawe6o
10 CpefHemy, BbIHUCTIEHHOMY

no MHK, -1,04; p = 0,006);

Tanezumab 20 mg: change from
baseline —2.80 (0.26) (LSM difference
vs placebo —1.04; p = 0.006);

« TaHe3ymab 5 Mr: u3meHeHue

M0 CPABHEHMIO C UCXOLHOI OLEHKOM
—2,37 (0,29) (pa3nuyme No CpaBHeHNO
C nnaue6o no cpeaHemy,
BbluncneHHomy no MHK, —0,62;

p =0,125) He 6bIN0 CTAaTUCTMYECKM
3HA4MMbIM MO CPABHEHNIO

C nauneHTamu, noay4asLLMMm nnaueéo
Tanezumab 5 mg: change from
baseline —2.37 (0.29) (LSM difference
vs placebo -0.62; p = 0.125)

was not significantly different from
either placebo treated patients

dacnHymad 9 Mr nofKOXHO 4 Heq

B CpaBHeHUu ¢ nnaue6o yepes 16 Hepd
M0 CPABHEHMIO C UCXOAHOI OLLEHKOIA:
-2,0 (0,7), 95% [N (-3,36)-(-0,54);
p<0,01;

Fasinumab 9 mg subcutaneously

4 weeks versus placebo from baseline
to week 16: 2.0 (0.7),

95% Cl -3.36 to —0.54; p < 0.01;
thacuHymad 9 Mr BHYTPUBEHHO 8 Heq
B CpaBHeHUu ¢ nnaue6o yepes 16 Hepd
M0 CPABHEHMIO C MCXOAHOI OLLEHKOIA:
-2,5(0,7), 95% [N (-3,88)-(-1,06);
p<0,01;

Fasinumab 9 mg intravenously

8 weeks versus placebo from baseline
to week 16: 2.5 (0.7), 95% Cl -3.88
to-1.06; p < 0.01;

thacuHymab 6 Mr nofKOXHO 4 Heq

B CpaBHeHUu ¢ nnaue6o yepes 16 Hepd
M0 CPABHEHMIO C UCXOHOI OLLEHKOIA:
-2,2 (0,7), 95% [N (-3,65)-(-0,77);
p<0,01

Fasinumab 6 mg subcutaneously

4 weeks versus placebo from baseline
to week 16: -2.2 (0.7), 95% Cl -3.65
t0-0.77; p < 0.01

H. . I NA

[leHocymab 60 mr BHYTpUBEHHO: 0,2;
95% AW (-1,7)-2,1; p < 0,05
Denosumab IV 60 mg: 0.2,
95% Cl-1.7to 2.1, p < 0.05

KOHTpOJIbHaA
rpynna
control

H. 4.1 NA

13meHeHne
CpeaHero,
BbIYUCIEHHOr0
no MHK,

Mo CPaBHEHUIO
C UCXOLHOM
oueHkoit -1,75,
CTaHAapTHas
owm6ka 0,29
LSM change from
baseline -1.75,
SE0.29

H. . I NA



