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Item 8.01 Other Events.

On February 15, 2022, Allakos Inc. (the "Company") is hosting an Investor Day. A copy of the investor presentation is filed as Exhibit 99.1 to this Current Report on
Form 8-K and is incorporated herein by reference.

Item 9.01 Financial Statements and Exhibits.

(d) Exhibits

Exhibit Description

99.1 Investor Presentation dated February 15, 2022.
104 Cover Page Interactive Data File (embedded within the Inline XBRL document)
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H. Baird Radford, IIT
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Disclaimer

This presantation contains forward-looking stalements. All statemants other than statements of historical fact contained in this presentation, including statements regarding the financial position of
Allakos Inc, ("Allakos,” the “Company,” “we” or "our”); the generation of future value; business strategy: plans and objectives for future operations, our expectations regarding the patential benefits,
activity, effectiveness and safety of our product candidates, our expectations with regard 1o the initiation, design, timing and results of aur clinical studies, prechinical studies and research and
development programs, including the timing and availability of data from such studies; our preclinical, clinical and regulatory development plans for our product candidates, including the timing or
likelihood of regulatary filings and approvals for our product candidates; the size of the markel opportunity for cur product candidates in the diseases we are largeting; and our expectations with
ragard to our ability to acquire, discover and develop additional product candidates and advance such product candidates into, and successfully complete, clinical studies, are forward-looking
statemenis. Allakos has based these forward-looking statements on its estimates and assumptions and Its current expeciations and projections about fulure events. The wards "anticipate,”
“believe,” “continue,” “could,” “estimate,” “expecl” “infend." “may." “plan,” “potential,” “predicl,” “project,” “target,” “should,” “would," and similar expressions are intended lo identify forward-
lacking statements, although not all forward-looking statements contain these identifying words, The Company may not actually achieva the plans, intentions, or expectations disclosad in these
forward-looking statements, and you should not place undue rellance on these forward-looking statements, The forward-looking statements Included In this presentation speak only as of the date of
this prasentation and are subjact to a number of risks, uncertainties, and assumptions, including, but not limited to: the Company's stages of clinical drug development; the Company's ability to
fimely complete clinical trials for, and If approved, commercialize lirentelimab (AKO02), its lead compound; the Company's ability to obtain required regulatory approvals for its product candidates,
uncarainties related to the enrollment of patients in its clinical irials; the Company's ability ta demanstrate sufficient safely and efficacy of its proeduct candidates in its clinical trials; uncerainties
related to the success of later-stage dinical trials, regardless of the ouicomes of preclinical testing and early-stage frials; market accepiance of the Company's product candidates; unceriainiies
related to the prajections of the size of patient populations suffering from some of the diseases the Company is largeting: the Company's ability to advance addifional product candidates beyond
AKDDZ; the Company's ability to obtain additional capital to finance its operations; and other risks described in the “Risk Factors® section included in our periedic filings that we have made and will
make with the Securities and Exchange Commission ("SEC"). In addition, Allakas operates In & very competitive and rapidly changing environment. New risks emerge from time to time, It is not
possible for Allakos’s management o pradict all risks, nor can Allakos assess the impact of all faclors on its business or the extent o which any factor, or combination of factors, may cause actual
results to differ materially from those contained in any forward-locking statements that Allakos may make. In light of these risks, uncertainties and assumptions, the forward-locking events and
circumstances discussed in this presentation are inherently uncertain and may not occur, and actual results could differ matenally and adversely from those anticipated or implied in the forward-
looking statements. Accordingly, you should not raly upon forward-looking statemeants as predictions of future events. Allakos does not undertake any obligation to update or revise any forward-
looking statements, 1o conform these statements to actual results or fo make changes in Allakos” expectations, except as required by law,

Accuracy of Data: This presentation conlains statistical data based on independant indusiry publications or other publicly available infermation, as well as olher information based on Allakos's
internal sources. We have not independently verified the accuracy or completeness of the data contained in these industry publications and other publicly available information. Accordingly, Allakos
makes no representalons as o he accuracy or oompletenass of that data.

Additional Information: The Company has filed and will file Current Reports on Form B-K, Quarterly Reports on Form 10-0, and Annual Reports on Form 10-K, and ather documents with the SEC.
eu should read these documents for more complete information about the Company. You may get these documents for free by visiting EDGAR on the SEC website alvww sec gov,

This presentation concermns preducts thal are under clinical investigation and which have not yel bean approved for markating by the U.S. Food and Drug Administration. ILis currently limited by
federal law 1o investigational use, and no representation is made as to its safely or effectiveness far the purposes far which it is being investigated.
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Allakos Investor Day Agenda

Robert Alexander, PhD

Introductions
Craig A. Paterson, MD
»  Review of KRYPTOS and EMIGMA 2 Clinical Studies

Evan S. Dellon, MD, MPH

*  Physician Perspective

Robert Alexander, PhD

Atopic Dermatitis and Chronic Spontaneous Urticaria
Marcus Maurer, MD

Physician Perspective
Brad A. Youngblood, PhD

* Pipeline Strategy & Update

Closing Remarks
Q&A
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Review of KRYPTOS (EoE) and ENIGMAZ2 (EG/EoD)
Clinical Studies

Craig A. Paterson, MD
CMO — Allakos Inc.




KRYPTOS Phase 2/3 EoE Study Design

Study Design Endpoints
Multi-center, randomized, DB, placebo-controlled - Histologic Co-Primary Endpoint
Active moderate to severe symptoms Proportion of tissue eosinophil responders:
Dysphagia Symptom Questionnaire (DSQ) 212 - Esophagus: <6 eos/hpfin peak hpf
Biopsy confirmed EoE + Symptom Co-Primary Endpoint
Esophagus: 215 eos/high power field (hpf) in 1 hpf Absolute change in Dysphagia Symptom
276 patients dosed (1:1:1 randomization) Questionnaire (DSQ) score
High dose lirentelimab 1+ 3+ 3+ 3+ 3 + 3 mag/kg
fomsly - Secondary Endpoints
Low dose lirentelimab1+1+1+1+ 1+ 1 mg/kg ) i
(n=93) Percent change in DSQ from baseline
Placebo (n=92)
6 monthly doses - Other Analyses of Interest
Includes adolescents age 12-17 Activity in adolescents
Open-label extension Open-label extension
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Histology Co-primary Endpoint: Eosinophil Responders

Proportion of EoE Eosinophil Responders (<6 eos/hpf at Week 24)

Primary Analysis’
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88%"
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% (80/91) (86/93)
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Analysis with Observed Data
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Complete Histologic Responders

Secondary Endpoint: Complete Histologic Remission at Week 24'

Achieved Peak Esophageal Eos s1 Eos/hpf at Week 24
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Symptom Co-primary Endpoint: Change in DSQ

Change in DSQ at Weeks 23-24

Absolute Change Percent Change
0 7 0%
=l =
m m
E .10 1 5
= = 259
) 146 &
§ 20+ -17.4 s =
5 o -36% * o
£ # 50%
@ .30 - =
= m
ﬂ g -56%
*0=0.2372 0=0,0571
-40 -75%
High Dose Low Dose Placebo High Dose Low Dose Placebo
{n=82) (n=88) (n=89) (n=82) (n=88) (n=89)
— Lirentelimab — — Lirentelimab ——
BLDsQ = 342 36.4 35.2

£
* L8 Means and HD firentelimab from placebo p-values derved from ANCOVA model A‘ ‘aKOS’“




Baseline Demographics and Patient Characteristics

HD Lirentelimab LD Lirentelimab Placebo
Patient Characteristics (n=91) (n=93) (n=92)
Age, median years (range) 29 (12 - 69) 34 (12 - 67) 32{(12-70)
Female sex, % (n) 29% (26) 43% (40) 40% (37)
History of EoE, % (n) 89% (81) 90% (84) 93% (86)
Duration of EoE, median years (range) 4 (0 - 38) 5(0 - 586) 4(0-18)
History of proton pump inhibitor use for EoE, % (n) 23% (21) 23% (21) 23% (21)
History of swallowed topical steroid for EoE, % (n) 20% (18) 17% (16) 21% (19)
History of esophageal dilatations, % (n) 4% (4) 6% (6) 8% (T)
Number of prior esophageal dilatations, mean + SD 23+13 23+15 1.4 0.5
History of atopy’, % (n) 76% (69) 71% (66) 79% (73)
Peak esophageal eosinophil countsfhpf, mean * SD 59 %33 61+35 59 33
Peripheral blood eosinophils cells/pL, median (IQR) 300 (230 - 470) 270 (180 - 440) 350 (200 - 435)
Serum IgE, kU/L, median (IQR) 103 (53 - 349) 99 (39 - 283) 90 (29 - 241)
Baseline DSQ [0-84], mean % SD 34£12 3B+12 3512

| Asthma, allergic rhinifis, atopic dermatitis and/or food allergy A‘ ‘aKO S{T"z




Eosinophilic Threshold for Establishing Moderate-Severe EoE

Number of Eosinophils

0-7/hpf

5 o

7-24/hpf >24/hpf

GERD I

GERD + Allergy Primary EoE

Fig 1. Rothenberg

ME. J Allergy Clin Immunol 2001;108:891-4.
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Baseline Demographics and Patient Characteristics:
By Peak Esophageal Eosinophils

Peak Esophageal Eosinophil Peak Esophageal Eosinophil
Counts s24/hpf Counts >24/hpf
HD LD HD LD
Lirentelimab  Lirentelimab Placebo Lirentelimab  Lirentelimab Placebo
Patient Characteristics (n=14) (n=18) (n=16) (n=77) { ) (n=T8)
Age, median years (ranga) 355 {15-67) 335(15-67) 435(20-68) 29 (12 - 69) 34 (12-67) 30{12-70)
Female sex, % (n) |  43% (6) 44% (8} 8%, (8) 26% (20) 43%, (32) 41% (31)
History of EOE, % (n) | 79% {11) B3% (15} 949 (15) 91% (70) 92% (62) 93% (71)
Duration of EoE, median years (range) [mean] 4{1-19)[65]  4({0-11)[60] 4(0-12)[49] | 4{(0-38)[6.3] 5(0-56}[7.7] 5{0-18)[5.2]
History of proton pump inhibitor use for EoE, % (n) 21% (3) 1% (2) 0% 23% (18) 25% (19) 28% (21)
History of swallowed topical steroid for EoE, % (n) 7% (1) 22% (4) 6% (1) 22% (17) 16% (12) 24% (18)
History of esophageal dilatations, n (%) 14% (2) 17% {3) 6% (1) 3% (2) 4% (3) 8% (6)
Number of prior ésophageal dilatations, mean + 8D 3% 3+1 20 2+1 2+1 1£1
Histary of atopy, % (n} 79% (11) B7% (12) 56% (9) T5% (58) 72% (54) B4% (64)
Peak esophageal eosinophil counts/hpf, mean + 5D 2013 19+3 203 66 £ 31 7132 67 £30
Peak esophageal eos/hpf in distal location, mean £ SD 1527 17t4 177 54 %32 59+ 31 5529
Peak esophageal eos/hpf in proximal/mid location, mean £ 5D 1329 T8 109 48+ 29 54 £ 37 46 £ 35
Peripheral blood eosinophils cells/pL, median (IQR) | 310 (213 - 430) 175 (143 - 245) 220 (98 - 400} | 300 (240 - 470) 300 (210 - 500) 380 (240 - 455)
Serum IgE, kUIL, median (IQR) B3 (33-348) 64 (21-168) 65(24-140) | 105(54 - 349) 117 (46-314) 98 (33 - 255)
Baseline D30 [0-84], mean £ SD 34+£10 /LN 3110 4+12 36 £ 12 I5t13

.

1312-3219; Noel RJ, Putnam PE, Rothenberg ME. N Engl J Med 2004:351:940-941 AHaKOSr




DSQ Response in Patients by Baseline Peak Eosinophil Count

Change in DSQ by Baseline Eosinophil Count Levels at Weeks 23-24

Baseline Eos =24/hpf
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DSQ Response in Patients by Baseline Peak Eosinophil Count

% Change in DSQ by Baseline Peak Esophageal Eos Level at Week 23-24

Baseline Eos =24/hpf Baseline Eos >24 /hpf
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g 2
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-100% -100%
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£
* L8 Means and HD firentelimab from placebo p-values derved from MMRM mode A‘ ‘aKOS"‘




Study Results in Adolescents

Age 12 - 17 years




Baseline Demographics and Patient Characteristics:

Adolescents

Patient Characteristics

Age, median years (range)

Female sex, % (n)

History of EcE, % (n)

Duration of EoE, median years (range)

History of proton pump inhibitor use for EoE, % (n)
History of swallowed topical steroid for EoE, % (n)
History of atopy’, % (n)

Peak esophageal eosinophil counts/hpf, mean £ SD
Peak esophageal eos/hpf in distal location, mean £ SD
Peak esophageal eos/hpf in proximal/mid location, mean £ SD
Peripheral blood eosinophils cells/uL, median (IQR)
Serum IgE, kUL, median (IQR)

Baseline DSQ [0-84], mean + SD

| Asthma, allergic rhinifis, atopic dermatitis and/or food allergy

HD
Lirentelimab
(n=17)

14 (12-17)
12% (2)
94% (16)
4(2-10)
29% (5)
18% (3)
88% (15)
66 + 32
61+32
45+ 31

295 (225 - 400)
237 (140 - B0B)
3514

LD
Lirentelimab
(n=1T7)

15 (12 - 17)

29% (5)
100% (17)
5(0-13)
53% (9)
24% (4)
88% (15)
84 £ 32
69 % 39
67 + 28
625 (285 - 770)
304 (74 - 402)
3513

Placebo
(n=17)

14(12-17)
24% (4)
94% (16)
6(1-15)
41% (7)
53% (9)
88% (15)
55126
48 £ 25
3328

420 (380 - 675)

185 (85 - 374)
34+ 12
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Histologic Response in Adolescents

Proportion of Eosinophil Responders in Adolescents’

Achieved Peak Esophageal Eos s6 Eos/hpf at Week 24
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DSQ Response in Adolescents

Change in DSQ" at Weeks 23-24 in Adolescents

Absolute Change Percent Change
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Safety Summary




KRYPTOS Safety Summary

Treatment-Emergent AEs in 25% of Patients

HD LD
Lirentelimab Lirentelimab
n (%) of Patients (n=91}) (n=93)
21 Treatment-Emergent Adverse Event (TEAE) 61 (67.0%) 65 (69.9%) 53 (57.68%)
Infusion related reaction 35 (38.5%) 24 (25.8%) 11 (12.0%)
Headache 6 (6.6%) 8 (8.6%) 6 (6.5%)

Drug-related Serious AEs: 2 patients on HD lirentelimab, 1 patient on Placebo

Safety risk profile overall was consistent with previously reported safety profile in
ENIGMA1 and other lirentelimab studies to date

Alakos'g




Open-Label Extension




Durability of Effect in Open-Label Extension

Change in DSQ from Baseline: Patients with BL Esophageal Eos >24/hpf

Absolute Change Percent Change
Weeks 23-24 Weeks 43-44 (OLE) Weeks 23-24 Weeks 43-44 (OLE)
0 q I 0% -
o a . d
o @ 10 s 20%
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£ E c
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o O w
28 s
- c
25 ] 3
= L =81
40 “0=( 0222 100% ‘o=0,0078
n= 76 73 T3 27 26 26 = 76 3 T4 27 26 26
-125 =127 -17.6 -20.7 -18.7 -20.5 -29.4% -37.6% -55.8% -67.3% -654% -65.8%

B Placebe [l LD Lirentelimab | HD Lirentelimab Placebo/Lirentelimab LOyLirentelimab HD/{Lirentelimakb
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Summary & Conclusions

» KRYPTOS Phase 2/3 study included patients with questionable EoE diagnosis
- Clear activity observed in moderate-to-severe EoE patients

- Clear activity in adolescents

- Durability of effect observed in interim analysis of open-label extension

+ Lirentelimab was well-tolerated in both adults and adolescents with EoE
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Review of ENIGMA2 Phase 3 EG/EoD Study




ENIGMAZ2 Phase 3 EG/EoD Study Design

Study Design

Multi-center, randomized, DB, placebo-controlled

Active moderate to severe symptoms

Biopsy confirmed EG and/or EoD
Stomach: 230 eos/high powered field (hpf) in 5 hpfs
Duodenum: 230 eos/hpf in 3 hpfs

180 adult patients (1:1 randomization)
Lirentelimab 1+ 3+ 3+ 3 + 3 + 3 mg/kg (n = 91)
Placebo (n = 89)

6 monthly doses

Open-label extension

Endpoints

Histologic Co-Primary Endpoint
Proportion of tissue histologic responders:
Stomach: £4 eos/hpfin 5 hpfs, and/or
Duodenum: €15 eos/hpf in 3 hpfs

Symptom Co-Primary Endpoint
Absolute change in patient reported TSS-6

Key Secondary Endpoints
Percent change in TSS-6 from baseline

Proportion of patients achieving 250% and 270%
improvement in TSS-6

Alakos’g




Histology Co-Primary Endpoint: Eosinophil Responders

Proportion of Patients Achieving EG/EoD Histologic Response’ at Week 24

Primary Analysis? Analysis with Observed Data
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Symptom Co-Primary Endpoint: TSS6

Change in Total Symptom Score’

Absolute Change Percent Change
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Responder Analysis Suggests Clinical Activity

Secondary Endpoint: Proportion of Patients Achieving TSS Thresholds at Weeks 23-24!

80%
B Lirentslimab (n=75)

%1 e, 52;,{; B Placebo (n=75)
60%
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Baseline Demographics & Patient Characteristics:

ENIGMA1 and ENIGMA2

Patient Characteristics

Age, median years (range)

Female sex, % (n)

History of EoE, % (n)

History of EG or EoD, % (n)

History of IBS, % (n)

History and background corticosteroid use, % (n)
Baseline use of physician prescribed diet regimen, % (n)
Gastric/duodenal eos/hpf in top 5/3 hpfs, mean * SD
Screening blood eos cells/pL, median (IQR)
Screening IgE kU/L, median (IQR)

Baseline Total Symptom Score (TSS) [0-60], mean + SD

Ph2 ENIGMA1
(E1)

n=65
40 (18-74)
2% (40)
54% (35)
80% (52)
3% (2)
42% (27)
17% (11)
84 + 52
330 (160-720)
141 (44-361)
28+ 12

Ph3 ENIGMA2
AK002 Placebo
n=91 n=89
43 (17-77) 41 (18-78)
2% (56) 69% (61)
23% (21) 24% (21)
32% (29) 29% (26)
40% (36) 37% (33)
41% (37) 31% (28)
8% (7) 10% (9)
65 + 51 52425
200 (133-463) 230 (113-340)
59 (18-167) 61 (25-165)
29 + 11 28 + 11
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Baseline Demographics & Patient Characteristics:

Site Comparison

Patient Characteristics

Age, median years (range)

Female sex, % (n)

History of EoE, % (n)

History of EG or EoD, % (n)

History of IBS, % (n)

History and background corticosteroid use, % (n)
Baseline use of physician prescribed diet regimen, % (n)
Gastric/duodenal eos/hpf in top 5/3 hpfs, mean * SD
Screening blood eos cells/pL, median (IQR)
Screening IgE kU/L, median (IQR)

Baseline Total Symptom Score (TSS) [0-60], mean + SD

Ph2 ENIGMA1
(E1)

n=65
40 (18-74)
2% (40)
54% (35)
80% (52)
3% (2)
42% (27)
17% (11)
84 + 52
330 (160-720)
141 (44-361)
28+ 12

Ph3 ENIGMA2
E1 Sites Non-E1 Sites
n=81 n=99
45 (18-77) 40 (17-78)
59% (48) 70% (69)
27% (22) 20% (20)
47% (38) 17% (17)
31% (25) 44% (44)
43% (35) 30% (30)
14% (11) 5% (5)
70 53 50 425

250 (170-665) 180 (110-290)

72 (29-166) 58 (17-165)
29112 29 + 11
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Consistent Effects Observed in ENIGMA1 Site Patients

Mean Change in TSS6 from Baseline at End of Treatment’

Phase 2 ENIGMA (E1)
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% (n) of Patients

Similar Results Seen in ENIGMA1 Site Patients
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Proportion of Patients Achieving TSS6 Thresholds at End of Treatment!
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ENIGMAZ: Non-ENIGMA1 Site Patients

Mean Change in TSS6 from Baseline at End of Treatment

ENIGMAZ2: Non-E1 Site Pts

0 T
3
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w E
h o6 B
ol —
E @ 9.4
g2 -12
= 5 13.1
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-20
Lirentelimab Placebo
(n=42}) (n=43)
BL TSSE = 295 27.7
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ENIGMAZ: Non-ENIGMA1 Site Patients

Proportion of Patients Achieving TSS6 Thresholds at Weeks 23-24: Non-E1 Site Pts
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Safety Summary




ENIGMA2 Safety Summary

Treatment-Emergent AEs in 25% of Patients

Lirentelimab Placebo
n (%) of Patients (n=91) (n=89)
21 Treatment-Emergent Adverse Event (TEAE) 65 (71.4%) 57 (64.0%)
Infusion related reaction 31(34.1%) 12 (13.5%)
Fatigue 5 (5.5%) 1(1.1%)

No drug-related Serious AEs

- Safety risk profile overall was consistent with previously reported safety profile in
ENIGMA1 and other lirentelimab studies to date
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Open Label Extension




Durability of Effect in Open-Label Extension (E1 Site Patients)

Change in TSS6 from Baseline: E1 Site Patients
Absolute Change Percent Change
Weeks 23-24 Weeks 45-46 (OLE) Weeks 23-24 Weeks 45-46 (OLE)

-20% -
-40% -

-20 A
-60%

% Change from BL
Mean (SE) / Mean (SD)

Sl L 1 _80% - L 1
o= 00370 ‘o= 0 0365
-40 -100%

n= 34 38 15 20 n= 34 38 18 20
-8.0 -14.2 -12.8 -17.4 -289%  -47.8% -46.3% -54.1%

Absolute Change from BL
Mean (SE) / Mean (SD)

B FPiacebo [l Lirentelimab [l Placeboilirentelimab [l LirentslimabiLirentelimab
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Summary of ENIGMAZ2

- ENIGMAZ patients with similar characteristics to those included in Phase 2 reproduced
original study results

- Key patient characteristics identified include:
Higher tissue eos counts
Higher peripheral blood eos counts
Higher IgE levels

- Durability of effect observed in interim analysis of open-label extension

« Lirentelimab was well-tolerated in patients with EG and/or EoD
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Phase 3 EoD Study




EoD Phase 3 Study Design

Study Design Endpoints
Multi-center, randomized, double-blind, +  Histologic Co-Primary Endpoint
placebo-controlled study in EoD Proportion of responders:
Active moderate to severe symptoms . Duodenum: < 15 eos/hpf in 3 hpfs

Bi fi D + colonic invol t : .
iopsy confirmed EoD £ colonic involvemen Symptom CoPrimany Endpeink

Duodenum: 230 eos/hpf in 3 hpfs
P P Absolute change in patient reported TSS-6
Stomach: <30 eos/high powered field (hpf) in 5 hpfs

(Do NOT have EG)

Colonic involvement assessed by colonoscopy: biopsies - Key Secondary Endpoints
collected from terminal ileum, colon {ascending, s g ;
transverse, descending, sigmoid) and rectum Percent change in tissue eosinophil counts
; _ Treatment responders: patients who achieve tissue
93 adult patients — 2 arms eosinophil thresholds AND >30% improvement in TSS

810,:3.0, 3.8, 3.0:9)0,30 mg/g lirentslimab Exploratory: change in colonic eosinophil counts

Placebo

6 monthly i.v. doses
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Phase 3 EoD Study Update

* Fully enrolled (N=93)

+ Study will complete mid-2022

* Population enrolled is similar to ENIGMAZ2 population

- Data from EoD study will inform correspondence with the FDA
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Next Steps in EGIDs

* EOE
End of Phase 2 meeting
Update market post FDA meeting

EG/EoD
Await and incorporate 021 EoD study data
Plan to meet with FDA to discuss data and findings
Update the market post the FDA meeting
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Professor Evan S. Dellon, MD MPH

TITLE: Professor of Medicine, Gastroenterology & Epidemiology
Director, Center for Esophageal Diseases and Swallowing
Director, CGIBD Biostatistics and Clinical Research Core
INSTITUTION: University of North Carolina School of Medicine
SPECIALTY:  Gastroenterology

FOCUS: Epidemiology, pathogenesis, diagnosis, treatment, and outcomes of
Eosinophilic Gastrointestinal Disorders

= |nvestigator and member of NIH-funded Consortium of Eosinophilic Gastrointestinal Disease
Researchers (CEGIR)

= Editorial Board: Clinical Gastroenterology and Hepatology
= Author/Co-Author: >300 peer-reviewed publications
= |nvestigator for multiple EGID studies including EoE
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Lirentelimab for Inflammatory Skin Diseases

Robert Alexander, PhD
CEQO




Strong Scientific Rationale for Targeting Mast Cells and
Eosinophils in Chronic Inflammatory Skin Diseases

Atopic dermatitis (AD) and chronic spontaneous urticaria
(CSU) are characterized by inflamed itchy skin

Crosstalk between eosinophils, mast cells, and sensory
neurons has been shown to drive inflammation and chronic
itch in AD and CSU via IgE, IL-4, IL-13, IL-33, and
MRGPRX2

Eaosinaphils and mast cells are found in lesional skin in
atopic dermatitis and chronic urticaria

Improvements observed in patients with concomitant
atopic dermatitis and chronic urticaria in lirentelimab
studies

Mast cells are drivers of disease processes in atopic
dermatitis and chronic spontaneous urticaria

[ JgE axis J ' I MREPREZ/XZ axis I

Al dermatitia

. Atopic contact
' durmaiitis
Urticaria o ' »
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Lirentelimab Broadly Inhibits Mast Cell Activation
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Mast Cell Inhibition

Lirentelimab targets multiple disease-driving pathways through mast cell inhibition
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Lirentelimab Inhibits IL-33-Mediated Mast Cell Activation

Transcriptome of IL-33-Activated Mast Cells

Isotype
Control+ IL-33  Anti-S& + IL-33  Rasting MCs

(=}
(pajess-z) unissaudxg

e
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SOURCE: Schanin, J et al, Mucosal Immunalogy 2020; Korver, W et al. Frontiers in Immunology 2022 a OS




Lirentelimab Inhibits IgE-Mediated Mast Cell Activation

Phospho-Proteome of IgE-Activated Mast Cells

Isotype
Resting MCs  Control + IgE Anti-S8 + IgE

Syk: ¥519
Ship1: 51080

Gab2: Y632
Syk: Y520

PHCd: Y311
Dapp1: 5141

Ship1: 51130
Ahnak: S699

Dappi: Y139

e
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SOURCE: Bchanin, J et al, Mucosal Immunalogy 2020; Korver, W et al. Frontiers in Immuenology 2022 a OS




Mouse Model of
MRGPRX2-mediated Inflammation

Isotype or Evaluate
lirentelimab Inflammation
| |
Oh 1h 4h
1 ] |
1 1 1

A
Substance P
IP Injection

Mast Cell Activation

Lirentelimab Inhibits MRGPRX2-Mediated Mast Cell Activation

Mast Cell-Derived
Inflammatory Cytokines

% Change from Caontrol Mice

CD63 Expression
60

40

204

0 ©
\‘—"‘a}@“
({\.

\\4\@

pa/mL

CCL3 / MIP-1ax CCL4 / MIP-1p

10 25

204

15

104

5_

Q-

Il Conirol
B 150 + Substance P
Ml lirentelimat + Sobslance P

Lirentelimab inhibits key driver of mast cell activation in chronic disease

SOURCE: Gebrameskel 5 et al. EAACT 2020
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Lirentelimab Reduces TLR-mediated Inflammation /n» Vivo

Ainvay Monocytes Airway IL-6 Airway IL-1B
Isotype or Evaluate 8000 5000 &0
Anti-S8 Inflammation e aw oo juoee
w -
! { £ 60004 - i < o .
Day 1 Day 3 & < 30004 S |
: | & 4000 =) + B
= (=8 = (=5
A = o 2000 S0
= 2000
< 1000 4
Intranasal TLR3 .
agonist (Poly (1:C)) - 0- 0+

® Vehicle SO+ poly (1:C) ® Anti-SE + paly {1:C)

Lirentelimab treatment significantly reduces TLR-mediated airway inflammation,
including IL-6, TNF, CCL2/MCP1, IP-10, and IL-1B cytokine and chemokine production

2
Allakos g
SOURCE: Gebremaskel, & el al Frantiars in Immunology 2021; *** p<0.001; **** p=0.0001 (n=5-8 mice/group) a OS




Lirentelimab for Atopic Dermatitis




AD Lesional Biopsies Show Evidence of MC and Eosinophil Activity

Immune Cell Numbers

Mast Cell Activation

Mast Cells
i 150 %
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Lirentelimab reduces levels of CPA3, CCL17/TARC and CCL26/Eotaxin-3

SOURCE: Youngblood, BA et al JCI

wsigh

ts 2018; Schanin, J et al Mucosa

| Immunology 2020
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Reduction in Clinically-Relevant Cytokines

Ocular Inflammation via Tear Cytokines (Ph1b Severe Allergic Conjunctivitis)

IL-4 IL-13 CCL26 / Eotaxin-3 CCL3 / MIP-1cx
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Improvement in Concomitant Atopic Dermatitis

SOURCE: EMIGMAZ dals

Median % Change from BL

Weeks 21-22
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I |
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Phase 2 AD Study Design

Study Design
Multi-center, randomized, DB, placebo-controlled
Chronic disease that has been present =23 years
EASI score 216
Involvement of 210% of body surface area
IGA score 23
Inadequate control by topical treatments
Dupilumab, tralikinumab, and JAK naive
120 adult patients (1:1 randomization)
300 mg Q2W subcutaneous lirentelimab (n=60)
Placebo (n=60)
Open-label extension

Endpoints
Primary Endpoint

Proportion of patients who achieve eczema area
and severity index (EASI)-75 at week 14

Key Secondary Endpoints
Percent change in EASI from baseline to week 14

Proportion of patients who achieve an IGA score of
0 or 1 AND a 22-point improvement in Investigator
Global Assessment (IGA) at week 14
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Chronic Spontaneous Urticaria




Phase 2a Chronic Urticaria Study

Study Design Endpoints
Open-label in Chronic Urticaria + Primary Endpoint
Uncontrolled CU (UCT<12) Change in Urticaria Control Test (UCT) from
Diagnosis of CU for at least 3 months, refractory Baseline to Week 22
to antihistamine treatment in single or 4-fold
dosage - Key Secondary Endpoints
45 patients — 4 arms Change in disease activity by UAS7
Omalizumab-naive CSU Safety and tolerability

Omalizumab-refractory CSU
Cholinergic urticaria
Symptomatic dermographism
6 monthly doses
0.3 mg/kg starting lirentelimab dose; increased to

1.0 mg/kg (dose 2 and 3); if UCT <12, increased
to 3.0 mg/kg (dose 4, 5, and 6)
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Phase 2a Chronic Urticaria Study — Results in CSU

Omalizumab Naive Omalizumab Refractory CSU Patients
CSU Patients (n=13) Receiving All 6 Doses (n=7)
40 40
i &
— — 2!;.4 |
G 30 G o 30 61%
= =
i in
. 185 w |
g g 20 A ' -T5% ﬂd) @ 20 - T
2 & | 53 11.2
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E 10 A 4.6 g 10 -
= =
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Baseline Week 22 Baseline Week 22
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SOURCE: Altnchter 5, Staubach P, Pasha M, at al. J Allergy Clin Immunal 2022 (In Prass) a OS




Phase 2b Chronic Spontaneous Urticaria Study

Study Design Endpoints
Multi-center, randomized, DB, placebo-controlled * Primary Endpoint
Active moderate-to-severe symptoms Change from baseline in UAS7 at week 12
CSU diagnosis with onset 26 months prior to
screening
Diagnosis of CSU refractory to antihistamines - Key Secondary Endpoints
Presence of itch and hives despite current use of Absolute change in 1SS7

antihistamines

UAST score 216 and HSS7 score 28 at baseline
Omalizumab, dupilumab, and benralizumab naive
100 adult patients — 2 arms

300 mg Q2W subcutaneous lirentelimab (n=50)

Placebo (n=50)

Absolute change in HSS7
Proportion of patients with UAS7=0

Alekos'g




Lirentelimab for Inflammatory Skin Diseases

- Mast cells and eosinophils are key drivers of inflammatory skin diseases

- Lirentelimab has demonstrated broad inhibition of mast cell and eosinophil activity in
vivo and ex vivo studies

Clinical proof of concept in patients with CSU and concomitant AD
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Pipeline Strategy & Update

Bradford A. Youngblood, PhD
Head of Research & Preclinical Development — Allakos Inc.




Pipeline Strategy Focused on Targeting Siglecs

Current Landscape is Mediator Focused

T Cell @ Neutrophil
i, , L7
B Cell 1()! J = Macrophage

Eesinophil

L .
Anti-TSLPR ——| *
I

ANLI-TNF
AntilgE —— @ L% — AntiLs

L
Anti-AL-4R | & &

Most molecules in development for inflammation target
individual cytokines implicated in disease

While effective, most mediators are produced by a small
number of pathogenic immune cells that could be targeted

directly

Inhibitory Receptors on Key Pathogenic Cells

Human CO33-related Sighecs

Sighec-11
Siglec-10

Siglec-5 Siglec-T Siglec-9
Siglec-6 Sighoc-B Siglec-15
Siglec-3

Siglecs are inhibitory receptors selectively expressed on key
disease driving cells

Ability to selectively suppress immune cell activation via
agonistic mAbs to reduce chronic inflammation (ie lirentelimab)

Opportunity to selectively activate immune cells through

neutralization to increase anti-turmnor immunity
8
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Allakos Pipeline

Antibody Program Indication Discovery  Preclinical Milestone
Easinephilic Gastritis (EG) andior EeD _ Topling data announced Dec 2021
Easinephillc Esophagitis (EoE) _ Topline data announced Dec 2021
Lirentelimak
Anti-Siglec-8
Savere Allergic Conjunclivilis _ Complated 2013
Mast Cell Gastrointestinal Disease _ Completed 2019
Indolent Systamic Mastocytosis _ Complated 2019
{Anti-Siglec-6) Inflammatory Diseases IND axpecied 1H 2023
AKDOT nflammation ngoing
[Undisclosed Target) .
Immuno-Oncalagy Ongaing
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Mast Cells are Pathogenic Cells that are Non-Selectively Targeted

Molecules Targeting Mast Cell Receptors

Anil-TELFR
%Tumlhl
Anti-IL-33
{REGNIS0O] IL-33
[| B Anligen
L1RACR ;5
Anti-IL-4R TR TaLPR H*'"""m
{Pupilumal) :
nm -Gk
(Dmalizumab,
IL-4R i Ligekzumit]

FoyRl

=g —— o

" Histarine “tl:l,\
Histamira: i
‘ raspho AnthSighie-&

aniegonisi MHI:: e L
{Diiphanhydramine) Neumprmnda (Lirentelirmab)

* o Tryptame

.\
—m— (&Mn-:m&am
Asti-PD-L1 {MTREI5TS4)
{Amelurrab,
aezoiizumab, Ainsi-sIT Anai-THF

Dursnlumaty) [CO-01 59 [inflizimab, Adalimumat)

Mast cells express numerous activating receptors on
their cell surface that contribute to disease

Multiple molecules in development target single
activating receptors on the mast cell surface or mast
cell-derived mediators

Currently, none of these molecules selectively target or
broadly inhibit mast cells, resulting in incomplete mast
cell inhibition or off target effects

Siglecs represent attractive targets for broadly
regulating mast cell function

Siglec-6 is an inhibitory receptor selectively expressed
on mast cells that has unigue immunomodulatory
activity
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Siglec-6 Is Selectively Expressed on Human Tissue Mast Cells

Gating Strategy for Immune Cells in Human Tissue

Siglec-6 Expression Profile

- 12000
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n=15 human donors

Siglec-6 represents a selective mast cell inhibitory receptor
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AKO0O06: Siglec-6 mAb That Selectively Targets Mast Cells

o) AK006 is a humanized IgG1 agonistic Siglec-6 mAb
that selectively targets mast cells

O High affinity mAb selected for potent Siglec-6 agonism

; 0O Unique MOA that differentiates from other mast cell-
TS — FceRI targeting molecules

. — o Broad mast cell inhibition via Siglec-6
B liar T e P, ITIM agonism

ITM  phosphatase e

matifs T

“ o Reduction of mast cells via Fc-dependent
mechanism

J_ 0 Opportunity to selectively and completely target mast
cells in mast cell-driven diseases
Mast Cell Inhibition
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AKOO06 Inhibits Mast Cell Activation in Human Tissues

Human Tissue Mast Cell Activation Assay IgE-Activated Human Tissue Mast Cells
35
-y
Digestion B0 5% 1 i L
— . 304 - AKOD2
Human Tissue &S 25 l
wm
= 204
s
s Gk oD R @ 151 A\
Untreated |sotype AKODB AKO02 (F] N,
Cantrol + + + = 10 \
Arti-FeeRl AntiFceRl  AntiFeeRl S
5 Baseling Expression s-=-=s=see=eeeme- -
30 Mives
0 ; ; ; ; . ;
Mast Cell Activation 0 0001 0.01 0.1 1 10
(CDE3)

mAb (pg/mL)

n=3 human donors

AKO0O06 potently inhibits IgE-mediated mast cell activation
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AKO006 Completely Protects Against Systemic Anaphylaxis in
Humanized Mice

Humanized Mouse Model of Anaphylaxis

Body Temp [~C)

Mast Cell-Specific Mediators

Systemic Anaphylaxis Active Tryptase Chymase
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*

* 2= 001 n=7 mica/group

AKOO06 inhibits IgE-mediated mast cell activation in vivo
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AKOO6 Inhibits KIT-mediated Mast Cell Activation in Siglec-6
Transgenic Mice

Mast Cell Activation Cytokines and Chemokines

CD63

IL-&

TMNF CXCL1/ GRO-a CCLZ2 f MCP-1

T 150000 — - - 500 : 40 *
= 80 1 E—— E— 5
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W 500004 i e
2 ] 10
g 20
a

0- 0- 0=

. Fes
B 150+ SCF

0 AKDOE+ SCF
SCF, stem cell factor; * p< 0.0, n=7-8 micelgroup

AKO0O06 inhibits KIT- and IgE-mediated mast cell activation
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AKO0O06 Inhibits Allergic Contact Dermatitis in Siglec-6 Transgenic Mice

Model of Contact Dermatitis

IS0 or AKOOG
DT" g Day; ? Ear swelling and
I 1 local mediator
A A preduction in ears
Epicutaneous Challenge with
sansitization with DNFB on ear
DNFB

% Change in Ear Thickness
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AKOO6 reduces skin inflammation via mast cell inhibition
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AKO006 Reduces Human Tissue Mast Cells

% Mast Cells Remaining

Ex Vivo Human Tissue Mast Cells

Mast Cells in Tissue
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Dosing Study in Humanized Mice
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* g < 0.01; {left) n=3 human donors; (right) n=8-10 micalgroup
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AKOO6 inhibits mast cells and reduces mast cell numbers
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Summary

- AKO006 is a humanized IgG1 agonistic Siglec-6 mAb that selectively inhibits mast
cells and reduces their numbers

Represents the first mast cell-specific molecule in development
Avoids off-target effects of non-selective mast cell molecules

Unique MOA that differentiates from other mast cell-targeting molecules

Inhibition of both IgE-dependent and independent mast cell activation
Reduces mast cell numbers in tissue

First-in-human study planned 1H 2023
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Closing Remarks

Baird Radford & Robert Alexander, PhD
CFO and CEO - Allakos Inc.




Expected Cash Runway into Early Q1 2024

Adjusting Cost Structure

Realigned operating and expense structures to enable
our lirentelimab and AK006 development plans s and SEsiments

Completed a 35% reduction in our workforce Balance as of Dec 31,2020  $659 Million

Negotiated one-time settlements to exit future Full Year 2021 Cash Used $235 Million
manufacturing and other contractual obligations with

vendors as well as employee severance arrangements

totaling approximately $150 million Balance as of Dec 31, 2021 $424 Million
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Development Timeline

2021 2022 2023 2024
4Q 1Q 2Q iQ 4Q 1Q 2Q 3Q 4Q 1Q 2Q

Program

Ph 2/3 EoE Study

Eosinophilic Esophagitis (EoE) T S
udy —expe initiation

AKDOZ
Eosinophilic Gastritis (EG) and/or Ph 3 EGIEoD Study (SC) - expected initiation
EoD D
Atopic Dermatitis (AD) Ph 2 AD Study (SC)
AKD02
Chronic Spontaneous Urticaria Ph 2 GSU Study (SC
(CSU} dy (SC)
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Thank You
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