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Selected Safety Information (SSI)

MSD’s promotional materials are mandated to present Selected Safety Information
aiming for balanced delivery of product advantages and limitations.
Here you can find the latest version of KEYTRUDA's Selected Safety Information.

Please read before entering.
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KEYTRUDA

(pembro“zumab) Injection 100 mg

Updated Analysis of KEYNOTE-189 Study Design
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a. Median(range) study follow-up(time from randomization to database cutoff) was 23.1(18.6-30.9) months. Data cutoff : Sep. 21, 2018. Refareiica
&

PD-L1 : Programmed death ligand 1, OS : Overall survival, PFS : Progression-free survival, ORR : Objective response rate, DOR : Duration of response,
EGFR : Epidermal growth factor receptor, ALK : Anaplastic lymphoma kinase, ECOG PS : Eastern Cooperative Oncology Group performance status, Q3W : Every 3 weeks, - Study design
AUC : Area under the curve, TPS : Tumor proportion score
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KEYTRUDA

(pembro“zumab) Injection 100 mg

Updated Analysis of KEYNOTE-189 Primary Endpoint : Overall Survival
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Adapted from Gadgeel S, et al.’
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* pemgtrexed 500 mg/m’ + platinu_m(cisplatin 75 mg_/mzl or carboplatin AUC 5 mg/mL/min) Reference =
a. Median(range) study follow-up(time from randomization to database cutoff) was 23.1(18.6-30.9) months. Data cutoff : Sep. 21, 2018. & E
b. A stratified Cox proportional hazards model with Efron’s method of tie handling was used to determine HRs and 95% Cls. Study design =
0OS : Overall survival, mOS : Median overall survival, HR : Hazard ratio, Cl : Confidence interval, mo : Months — &

[E] Study ¥ Regimen




KEYTRUDA

(pembro“zumab) Injection 100 mg

Updated Analysis of KEYNOTE-189 Primary Endpoint : Overall Survival

= 7|ERL HEQY

PD-L1 TPS >50%

PD-L1 TPS 1-49%

PD-L1 TPS <1%

HR=0.52 (95% Cl, 0.36-0.74)" HR=0.62 (95% Cl, 0.42-0.92)" HR=0.59 (95% Cl, 0.39-0.88)"
100 - 100 - 100
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0 T T T O T T T O T T T
o 6 @ 1B @ o s @ 1 @ = o & @ 1 @ =
No. at risk Time (months) Time (months) Time (months)
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Placebo HEQH" 63 45 30 15 2 0 58 47 29 22 11 0 70 50 34 30 11 0
Adapted from Gadgeel S, et al.”
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* pemetrexed 500 mg/m’ + platinum(cisplatin 75 mg/m? or carboplatin AUC 5 mg/mL/min) Reference =
a. Median(range) study follow-up(time from randomization to database cutoff) was 23.1(18.6-30.9) months. Data cutoff : Sep. 21, 2018. & <
b. A stratified Cox proportional hazards model with Efron’s method of tie handling was used to determine HRs and 95% Cls. - Study design §
0S : Overall survival, mOS : Median overall survival, TPS : Tumor proportion score, PD-L1 : Programmed death ligand 1, NR : Not reached, HR : Hazard ratio, CI : Confidence interval, mo : Months — &
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KEYTRUDA

(pembro“zumab) Injection 100 mg

Updated Analysis of KEYNOTE-189 Exploratory Endpoint : Overall Survival (Brain Metastasis)

Mx]| A=7|ZF (0S) - Brain Metastasis

Kaplan-Meier Estimates of OS in KEYNOTE-189"*
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* pemetrexed 500 mg/m” + platinum(cisplatin 75 mg/m’ or carboplatin AUC 5 mg/mL/min) Reference e
a. Median(range) study follow-up(time from randomization to database cutoff) was 23.1(18.6-30.9) months. Data cutoff : Sep. 21, 2018. & E
b. A stratified Cox proportional hazards model with Efron’s method of tie handling was used to determine HRs and 95% Cls. - Study design =
0OS : Overall survival, mOS : Median overall survival, HR : Hazard ratio, Cl : Confidence interval, mo : Months — &
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KEYTRUDA

(pembro“zumab) Injection 100 mg

Updated Analysis of KEYNOTE-189 Exploratory Endpoint : Overall Survival (Liver Metastasis)

Mx]| A=7|ZF (0S) - Liver Metastasis

Kaplan-Meier Estimates of OS in KEYNOTE-189"*

LI YHE
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100

100

median OS

90 median OS 90

. 12.6 .. . B 23.7 ..

(95% Cl, 20.1-25.9)

(95% Cl, 8.1-19.1)

—~ 70 —~ 70
T 60 ; T 60
= 2
3 50 mremremeesseessesdpececcecceo oo Ao R 50 i
E‘j 40 S 40
© ° 3 di
4 %0 median 0S : 1me3 mi 0s >
20 6 6 mo 30'6% é 20 (95% Cl, 10016":1‘)J
(95% Cl, 4.6-7.6) 1
10 ; 10 |
0 E 0 5
0 6 @ 18 24 30 0 6 @ 18 24 30
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* pemetrexed 500 mg/m” + platinum(cisplatin 75 mg/m’ or carboplatin AUC 5 mg/mL/min) Reference =
a. Median(range) study follow-up(time from randomization to database cutoff) was 23.1(18.6-30.9) months. Data cutoff : Sep. 21, 2018. & E
b. A stratified Cox proportional hazards model with Efron’s method of tie handling was used to determine HRs and 95% Cls. - Study design =
0OS : Overall survival, mOS : Median overall survival, HR : Hazard ratio, Cl : Confidence interval, mo : Months — &
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KEYTRUDA

(pembro“zumab) Injection 100 mg

Updated Analysis of KEYNOTE-189 Primary Endpoint : Progression-free Survival
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* pemetrexed 500 mg/m” + platinum(cisplatin 75 mg/m’ or carboplatin AUC 5 mg/mL/min) Reference =
a. Median(range) study follow-up(time from randomization to database cutoff) was 23.1(18.6-30.9) months. Data cutoff : Sep. 21, 2018. & E
b. A stratified Cox proportional hazards model with Efron’s method of tie handling was used to determine HRs and 95% Cls. Study design =
PFS : Progression-free survival, mPFS : Median progression-free survival, HR : Hazard ratio, Cl : Confidence interval, mo : Months — &
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KEYTRUDA

(pembro“zumab) Injection 100 mg

Updated Analysis of KEYNOTE-189 Primary Endpoint : Progression-free Survival
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Adapted from Gadgeel S, et al.”
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* pemetrexed 500 mg/m’ + platinum(cisplatin 75 mg/m?” or carboplatin AUC 5 mg/mL/min) Reference §
a. Median(range) study follow-up(time from randomization to database cutoff) was 23.1(18.6-30.9) months. Data cutoff : Sep. 21, 2018. & <
b. A stratified Cox proportional hazards model with Efron’s method of tie handling was used to determine HRs and 95% Cls. - Study design §
o
e

PFS : Progression-free survival, mPFS : Median progression-free survival, TPS : Tumor proportion score, PD-L1 : Programmed death ligand 1, HR : Hazard ratio, Cl : Confidence interval, mo : Months —
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KEYTRUDA

(pembro“zumab) Injection 100 mg

Updated Analysis of KEYNOTE-189 Protocol-specified Exploratory Endpoint : Progression-free Survival-2

FIIH M=7]Zk-2 (PFS-2)° - Total Population

Kaplan-Meier Estimates of PFS-2 in KEYNOTE-189"°
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* pemetrexed 500 mg/m” + platinum(cisplatin 75 mg/m’ or carboplatin AUC 5 mg/mL/min) S %
a. PFS-2 was defined as the time from randomization to objective tumor progression on next-line treatment (including subsequent anti-PD-[L]1 therapy) or death from any cause, whichever occurred first. Reference =
b. Median(range) study follow-up(time from randomization to database cutoff) was 23.1(18.6-30.9) months. Data cutoff : Sep. 21, 2018. & E
c. A stratified Cox proportional hazards model with Efron’s method of tie handling was used to determine HRs and 95% Cls. - Study design =
[a'

o N4

PFS-2 : Progression-free survival-2, mPFS-2 : Median progression-free survival-2, HR : Hazard ratio, Cl : Confidence interval, mo : Months
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KEYTRUDA

(pembro“zumab) Injection 100 mg

Updated Analysis of KEYNOTE-189 Protocol-specified Exploratory Endpoint : Progression-free Survival-2

2rist M=712E-2 (PFS-2)° - According to PD-L1 TPS

Kaplan-Meier Estimates of PFS-2 in KEYNOTE-189"°

= J|ERLCI HIEQM" == Pp|acebo HEQH"

PD-L1 TPS >50%

PD-L1 TPS 1-49%

PD-L1 TPS <1%

HR=0.46 (95% Cl, 0.33-0.66) HR=0.59 (95% Cl, 0.41-0.86)° HR=0.47 (95% Cl, 0.33-0.69)"
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Adapted from Gadgeel S, et al.”
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* pemetrexed 500 mg/m” + platinum(cisplatin 75 mg/m’ or carboplatin AUC 5 mg/mL/min) o
a. PFS-2 was defined as the time from randomization to objective tumor progression on next-line treatment (including subsequent anti-PD-[L]1 therapy) or death from any cause, whichever occurred first. _ S
b. Median(range) study follow-up(time from randomization to database cutoff) was 23.1(18.6-30.9) months. Data cutoff : Sep. 21, 2018. Reference =
c. A stratified Cox proportional hazards model with Efron’s method of tie handling was used to determine HRs and 95% Cls. E
PFS-2 : Progression-free survival-2, mPFS-2 : Median progression-free survival-2, TPS : Tumor proportion score, PD-L1 : Programmed death ligand 1, NR : Not reached, HR : Hazard ratio, - Study design =
o

o e

Cl : Confidence interval, mo : Months

Regimen




KEYTRUDA

(pembro“zumab) Injection 100 mg

Updated Analysis of KEYNOTE-189 Secondary Endpoint : Overall Response Rate

2] HESE (ORR) - Total Population
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Adapted from Gadgeel S, et al.’
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* pemetrexed 500 mg/m’ + platinum(cisplatin 75 mg/m’ or carboplatin AUC 5 mg/mL/min) o
a. Median(range) study follow-up(time from randomization to database cutoff) was 23.1(18.6-30.9) months. Data cutoff : Sep. 21, 2018. =— o
b. A stratified Cox proportional hazards model with Efron’s method of tie handling was used to determine 95% Cls. Reference S
c. Kaplan-Meier estimate. e 8& = g
d. + indicates no progressive disease by the time of last disease assessment. £ otudy design &
e

ORR : Objective response rate, DOR : Duration of response, Cl : Confidence interval o
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KEYTRUDA

(pembro“zumab) Injection 100 mg

Updated Analysis of KEYNOTE-189 Secondary Endpoint : Overall Response Rate

22t HESE (ORR) - According to PD-L1 TPS
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Adapted from Gadgeel S, et al.’
FEELC} HEQWM ENFS, Placebo HERH E0i CHH|
PD-L1 &si=0l| £t4|810] ORR 2t 0% 7}
[median DOR(months)] TPS <1%: 10.8(range, 1.1+ to 22.6) vs. 7.8(range, 4.1 to 18.1+), TPS 1-49%: 12.9(range, 2.1+ to 29.0+) vs. 7.6(range, 2.4 to 22.0+), TPS >50%: 15.1(range, 1.2+ to 26.8+)

vs. 7.1(range, 3.4 to 19.4) in the KEYTRUDA combination group and placebo combination group, respectively. (+ indicates no progressive disease by the time of last disease assessment.)
* pemetrexed 500 mg/m” + platinum(cisplatin 75 mg/m” or carboplatin AUC 5 mg/mL/min) —

a. Median(range) study follow-up(time from randomization to database cutoff) was 23.1(18.6-30.9) months. Data cutoff : Sep. 21, 2018. Reference
b. Excludes 38 patients for whom PD-L1 expression could not be evaluated. Stud 8& =
¢. A stratified Cox proportional hazards model with Efron’s method of tie handling was used to determine 95% Cls. - Study design

ORR : Objective response rate, TPS : Tumor proportion score, PD-L1 : Programmed death ligand 1, Cl : Confidence interval o
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KEYTRUDA

(pembro“zumab) Injection 100 mg

KEYNOTE-189 Safety Profile

- The B3t ojAiS e
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* pemetrexed 500 mg/m’ + platinum(cisplatin 75 mg/m” or carboplatin AUC 5 mg/mL/min) = R
a. Median(range) study follow-up(time from randomization to database cutoff) was 23.1(18.6-30.9) months. Data cutoff : Sep. 21, 2018. Reference 8
b. Reported in all patients who received >1 dose of study treatment. &= o
¢. 8 patients(2.0%) in the pembrolizumab-combination group and 2 patients in the placebo-combination group died of adverse events attributed by the investigator to study treatment. Study design F
d. Events were based on a list from the sponsor and considered regardless of attribution to treatment or immune relatedness by the investigator. — <
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(pembro“zumab) Injection 100 mg

Updated Analysis of KEYNOTE-189 Summary

PD-L1 Brei=0]| 2t4810]

HO|A H|T= H|AMIZH O] 1Xl X|ZE2A| 7|ESLCI HEQH H

FIESLI HEQWM ENAS Placebo HERH EMZ [HH]

PD-L1 &ai0| S4o(7{Lt, PD-L1 ZAI Z17} Si= 2= =5t BE Nonsquamous mNSCLC 2EX}of|A|
"F|ERLC} 1XI H2LH o2 More TOMORROWSs2| 7HsMS Ho{FAQ!"

Reference
* pemetrexed 500 mg/m” + platinum(cisplatin 75 mg/m’ or carboplatin AUC 5 mg/mL/min)
PD-L1 : Programmed death ligand 1, mOS : Median overall survival, ORR : Objective response rate, mNSCLC : Metastatic non-small-cell lung cancer
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(pembro“zumab) Injection 100 mg

KEYNOTE-189 2tH.22¢

7| ERLCI°?} Pemetrexed &

U3 SstQ ¥ (Carboplatin EE= Cisplatin)Zie| HEQH

KEYTRUDA Pemetrexed

200 mg IV over 30 minutes (O 33=0tCt) 500 mg/m” IV over 10 minutes (0§ 3Z=0}CH
Carboplatin Cisplatin
AUC 5 mg/mL/min IV over 15-60 minutes (0§ 33=0tCt) 75mg/m’ IV (0§ 330}C}) beginning cisplatin

30 minutes after pemetrexed is completed.

% 0| 2= sFelQEN|et HESIH F0i5k= A< 0] 20| HX] F0{=/010f RILICH BESHH F0{oh= attQEN|Q| 517IARIS oA FTaiLCt.
1. &7| 4 cycles2 KEYTRUDA + Pemetrexed + Platinum SHOZ E0{ILICE
2. 0|2 KEYTRUDA + Pemetrexed RX| RE2Z F0{GHH, 7| 4 cyclesE Z&I5I0{ Z 35 cyclesVIA| £ 7HSEILICH

Hxix| 89-8

Folic Acid .
350-1000 ug PO daily (Pemetrexed £3| E0 H 72 =0t z|A5t 53| Dexamethasone(or equivalent)
°:”.\_*§ =3ol0F 5tH, X|= FA| 7|Ztzt 0] &F 2|5 £ = 21 S 4 mg PO BID (Pemetrexed £0{ MY, &, CIZ & £¢)

=& XI&sHoF gLct)

Vitamin B2

1000 ug IM (Pemetrexed 3| £0{ ™ 13 0|LHol| 18],
1 2= 0f 3F 7|0t 18 E0)

a. KEYTRUDA + carboplatin or cisplatin and pemetrexed Q3W for 4 cycles.

b. KEYTRUDA was given Q3W for up to a total of 35 cycles with pemetrexed maintenance therapy.

¢. Patients in the placebo-pemetrexed-platinum group who had disease progression verified by BICR were eligible to cross over. —

d. Treatment with KEYTRUDA continued until disease progression, unacceptable toxicity, or up to a total of 35 cycles. Pemetrexed is mandatory in maintenance therapy. Reference
AUC : Area under the curve, IV : Intravenous, IM : Intramuscular, PO : By mouth, BID : Twice a day —
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KEYNOTE-189 &0 A#|E

Eo| A9|1E"

Carboplatin I

over 15-60 minutes

“ KE\ "TRUDA Pemetrexed

over 30 minutes” over 10 minutes

INTERVAL Hydration
for 30 minutes proceduresJr
" 7|otct infusion pump®l CHEAS 11245101 302 04 AIZH0flA -5 mins ~ +10 mins windowi S1EEIUELICH
"Cisplatin®| F04 A2t & 0| 7/% 45} Mt 2t LIZLo| 517IAKS EE practiceE [ME2E2 2] USLICH
day -7 day -6 day -5 day -4 day -3 day -2 day -1
§
 c
H O ONCE EVERY THIRD CYCLE
2B
£Q
[
& AT LEAST 5 DAILY DOSES THIS WEEK
day 1 day 2 day 3 day 4 day 5 day 6 day 7
day 8 day 9 day 10 day 11 day 12 day 13 day 14
day 15 day 16 day 17 day 18 day 19 day 20 day 21 N
[\
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[©)]
(o0}
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— &
a. Treatment with KEYTRUDA continued until disease progression, unacceptable toxicity, or up to a total of 35 cycles. Pemetrexed is mandatory in maintenance therapy. Reference =
B2 : Vitamin By, FA : Folic acid, D/D : Dexamethasone — <
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KEYNOTE-189 &0 A#|E

Eo| A9|1E"

day -7 day -6 day -5 day -4 day -3 day -2 day -1

@ ONCE EVERY THIRD CYCLE
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AT LEAST 5 DAILY DOSES THIS WEEK

day 1 day 2 day 3 day 4 day 5 day 6 day 7
day 8 day 9 day 10 day 11 day 12 day 13 day 14

day 15 day 16 day 17 day 18 day 19 day 20 day 21
day 1 day 2 day 3 day 4 day 5 day 6 21 -day cycle
Maintenance therapy up to a total of 35 cycles eUTLES
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a. Treatment with KEYTRUDA continued until disease progression, unacceptable toxicity, or up to a total of 35 cycles. Pemetrexed is mandatory in maintenance therapy. Reference =
B2 : Vitamin By, FA : Folic acid, D/D : Dexamethasone — <
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Reference

1. Gadgeel S, et al. Updated analysis from KEYNOTE-189: Pembrolizumab or placebo plus pemetrexed and platinum for previously untreated metastatic
nonsquamous non-small-cell lung cancer. J Clin Oncol. 2020;38(14):1505-1517.
2. Gandhi L, et al. Pembrolizumab plus chemotherapy in metastatic non-small-cell lung cancer. N Engl J Med. 2018;378:2078-2092.

3. Gandhi L, et al. Pembrolizumab plus chemotherapy in metastatic non-small-cell lung cancer(protocol). N Engl J Med. DOI: 10.1056/NEJMoa1801005.
4. 7 |ERCH NIE Si7IArE AlZ Q| A,

5. Pemetrexed XMIE S17tALE. AIEOIQFEZ 0K

Study design

This study was conducted to evaluate the longest efficacy and safety outcomes of KEYNOTE-189 study. In global, double-blind, placebo-controlled, phase 3
KEYNOTE-189 trial, combination of pemetrexed and a platinum-based drug + either pembrolizumab or placebo in patients with nonsquamous NSCLC with any level
of PD-L1 expression were compared. 616 patients were at least 18 years of age and had pathologically confirmed metastatic nonsquamous NSCLC without sensitising
EGFR or ALK mutations. Patients were randomly assigned (2:1) to receive pemetrexed (500 mg/m’) and a platinum-based drug (cisplatin 75 mg/m’ vs. carboplatin
4 AUC 5 mg/ml/min), plus either 200 mg of pembrolizumab (n=410) or placebo (n=206) every 3 weeks for 4 cycles, followed by pembrolizumab or placebo for up to a
total of 35 cycles plus pemetrexed maintenance therapy. At data cutoff (September 21, 2018), median (range) study follow-up (time from randomization to database
cutoff) was 23.1 (18.6 to 30.9) months. Randomization was stratified according to PD-L1 tumour proportion score (>1 vs. <1%), choice of platinum-based drug

(cisplatin vs. carboplatin), and smoking history (never vs. former or current). The two primary endpoints were overall survival and progression free survival.'”
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