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Item 2.02 Results of Operations and Financial Condition.

The information set forth in Item 8.01 under the caption “Preliminary, Unaudited Financial Information” is incorporated into this Item 2.02 by reference.

Item 8.01 Other Events.

Preliminary, Unaudited Fi ial Information

On October 23, 2025, the Tango Therapeutics, Inc. (the “Company” or “Tango”) disclosed that, as of September 30, 2025, the Company estimates that it
had $152.8 million of cash, cash equivalents and marketable securities.

The foregoing information is based on preliminary unaudited information and management estimates as of and for the quarter ended September 30,
2025, is not a comprehensive statement of the Company’s financial results, and is subject to completion of the Company’s financial closing procedures.
During the Company’s financial closing process the Company’s estimates can differ materially from the Company’s initial estimates presented herein
based on the Company’s receipt of updated information. The preliminary financial data included in this Current Report on Form 8-K has been prepared
by, and is the responsibility of, the Company’s management. The Company’s independent registered public accounting firm has not audited, reviewed,
examined, compiled, nor applied agreed-upon procedures with respect to the preliminary financial data. Accordingly, the Company’s independent
registered public accounting firm does not express an opinion or any other form of assurance with respect thereto.

Clinical Update

On October 23, 2025, the Company made available a slide presentation relating to a clinical update from the ongoing Phase 1/2 clinical trial of
vopimetostat (formerly known as TNG462), a copy of which is attached as Exhibit 99.1 to this Current Report on Form 8-K and is incorporated herein
by reference. The Company undertakes no obligation to update, supplement or amend the materials attached hereto as Exhibit 99.1.

Item 9.01. Financial Statements and Exhibits.
(d) Exhibits
Exhibit

No. Description

99.1 Corporate presentation of Tango Therapeutics, Inc.

104 Cover Page Interactive Data File (embedded within Inline XBRL document)



Signature

Pursuant to the requirements of the Securities Exchange Act of 1934, the registrant has duly caused this report to be signed on its behalf by the
undersigned hereunto duly authorized.

TANGO THERAPEUTICS, INC.

Dated: October 23, 2025 By: /s/ Daniella Beckman

Name: Daniella Beckman
Title:  Chief Financial Officer
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Disclaimer and safe harbor statement

Certain in this ion may be forward-looking For looking relate to future events, Tango's future financial and operating goals, i beliefs,
development plans, as well as development and clinical trial objectives for Tango's product pipeline (as individual pies and en therapies with other party’s drugs). In some cases, you can identify forward-looking statements by
terminology such as may". “should”, “expect”, “intend”, "will™, “path”™, “ar.hrevabla m-lsstonas' “goal”, “forecast”, “estimate”, “potential”, “anticipate”, “believe”, “pre:lrm" or“continue”, or the negatives of these terms or variations
of them or similar gy. For ple, express or implied g the g include or constitute forward-looking thep ial for Vop (TNG462) to be a b in-cl oral PRMTS inhibi the
Company's belief that it has a signifi ity to treat i the p ial for Vopi to have best-in-class ili thef‘ pany's pl d and engoing clinical trials, including the anticipated tlrrllns for
an rollment and the timing to report results anr.l updates of such tnals the Company’s belief that\fop:memstam hss the patential to be a best-in-cla ss maolecule for mulupte MTAP- aolad tumars; the potential for Vopimetostat activity in

inoma to indi activity in lung and pancreatic cancer; the Ci ‘s e ega g as P to P the antici for the Cs °s drug including the
timing for patient dosing, dose ion, dose ion, and clinical i ing for inati i the timing of initial and interim (and final) safety and efficacy or clinical activity data anﬂ results from clinical trial(s); the
timing of IND- bling or regi ienal studies; the timing of discl for initial, interim, additional and final clinical trial results or safety and eﬁlcacydala the exp d benefits of the Company's d dicl and other

product

didl. including for ination i and the ial for a large patient population to be treated with Vopi gies and uses for Vopi and the c pany's
the combination study with RnS(ClN] inhibitors, including future enrollment, study design, and the ability of early signs of activity and tulerahlllty to translate positive results. Such forward-looking statements are subjscl to risks, uncer\‘almles.
and other factors which could cause actual results to differ i from those expi d or implied by such forward looking statements. These forward-looking statements are based upon estimates and assumptions that, while
consudared reasonable by Tange and its managemant at the time of this presentation, are inherently uncertain. Drug developmant, clinical trials and cormmercialization invelve a high degree of risk, and anly a small number of research and
prog result in ialization of a product. New risks and uncertainties may emerge from time to time, and it is not possible to predict all risks and uncertainties. Factors that may cause actual results to differ materially
from currem expectations include, but are not limited to: Tango has a limited operating history and has not generated any revenue to date from drug sales, and may never become profitable; future clinical trial data releases may differ
materially from initial or interim data from our current and future clinical trials; Tango has limited experience with conducting clinical trials (and will rely on third parties to operate its clinical trials) and may not be able to commence any
clinical trial, enroll and dose patients when expected and may not generate fesul!s inthe anllcmated timeframe (or at all); dosing (including dose expansion) in clinical trials may need be delayed or may be stopped for various reasons,
including due to any potential issues at the site, safety |ssues ar supply disrup : any ired to be made to an applicable IND application or protocol could significantly delay on-going clinical trials); the benefits of
Tange pipeline products (stand-alone and as i ion th i tha( are seen In pm:lmlcal expanmems may not be prasent in clinical trials or in use commercially or may not be safe andfor effective in humans (and Tango ara
third-party may not be able to obtain app or sales of any d or pies); Tange has incurred signif i losses and antici i d losses for the foreseeable fu(ure Tanga will need to
raise capitalin the future and if it is unable to raise capital when needed or on attractive terms, the Company would be forced to delay, reduce, or Limil some devel g or future ion efforts;
Tango may be unable to advance the preclinical development programs into and through the clinic for safety or efficacy or experien fi detays in doing s0 as a result of factols beyond Tango's control; the expected benefits
of our product candidates in patients as single agents andfor in combination may not be realized; the Company may experience delays or dllflcu'ltles in the initiation, enrallment, or dosing of patients in clinical trials or the announcement of
clinical trial results; Ta ngo s approar,h ta the duscnvery and development of product candidates is novel and unproven, which makes it difficult to predict the time, cost of and likeli of 51 developing any products;
Tango may not identify or d id (ineluding next generation products) or may expend a portion of its imited resources to pursue a particular product eliet di and fail to italize on product
candidates or indications that may be more profitable or for which there is a greater likelihood of success; delays or difficulties in the initiati 1l or dosing of pati in clinical trials could delay or prevent receipt of regulatory
approvals or reporting trial results; our product candidates may cause adverse or otherundesuahle side effects that could, among other things, delay or prevent It Yy app 1; our d d on third parties for conductlngchnlcal
trials and producing drug product; our ability to obtain and maintain patent and otherintell i for our y and product candidates or the scope of intell 1 ion obtained is not i
broad; and delays and other i on product and clinical trials from public health events. iti i ing risks, uncertainties and assumptions can be found in Tango's filings with the SEC, including the
risk factors re«‘erenced in Tango's Annual Report on Form 10-K for the year ended December 31, 2024, as may be supplemented and/or medified by its most recent Quarterly Report on Farm 10-Q. You should not place undue reliance on
fi d-look in this pr ion, which speak only as of the date they are made and are qualified in their entirety by ref; to the i ¥ herein. Tango specifically disclaims any duty to update thase
forward-looki ng statem ents.
Certain inf i inthisF ion relates to or is based on studies, publications, surveys and Tango's own internal esti and .In market data included in this ion involve assumpti and
limitations, and thele can be no asto the or ility of such i Finally, while Tango believes its internal research is reliable, such research has not been verified by any independent source.
Thisp ion shall not i an offer to sell or the solicitation of an offer to buy these securities, nor shall there be any sale of these securities in any state or jurisdiction in which such offer, solicitation, or sale would be unlawful
prior to regi ion or ification under the ities laws of any such state or jurisdiction.
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Vopimetostat (TNG462) overview

* Oral, once a day, MTAP-selective PRMTS5 inhibitor
» Potential best-in-class molecule with superior target coverage and safety profile

* A potential turning point in multiple hard to treat cancers, with demonstrated durable tumor control and favorable
tolerability in the ongoing clinical trial, where current standard of care has neither

+ Key indications for development in approximately 60,000 patients/yr (MTAP-del, US)
— Pancreatic cancer (~20,000 patients/yr)
— Lung cancer (~22,000 patients/yr)
— Histology agnostic (~20,000 patients/yr)

* RAS combination studies ongoing in pancreatic and lung cancer

= Pivotal study in second line (2L) pancreatic cancer planned to initiate 2026, potential to be first-to-market in 2L MTAP-del
pancreatic cancer



Vopimetostat phase 1/2 study

DOSE ESCALATION DOSE OPTIMIZATION

— Pancreatic cancer

MTAP-del solid tumors  ——— Lung cancer

s Histology agnostic cancers

24 TANGO



Current and planned vopimetostat disclosures

October 2025 2026

* Phase 1/2 trial safety, tolerability and efficacy data * Vopimetostat + daraxonrasib or zoldonrasib initial 2L+

= 179 patients, 154 at active doses, 84 at go-forward el L

dose (250 mg QD) * |nitial 1L pancreatic combination data and durability
¢ Pancreatic cancer cohort MpLateangtrsohen
* 64 patients at active doses, 39 pts with 6 mo FU * Lung cancercohortsafetyand efficacy data,

development plans
- i i >
2921 petlants, 10 ptawith 26 mo FU * TNG456 phase 1 single agent safety and efficacy data
* 2L pancreatic cancer pivotal study design

* Histology agnostic cohort

« 47 patients, 41 patients with >6 mo FU

T a/, TANGO



Vopimetostat has robust, durable clinical activity in multiple
MTAP-del cancer types

= Overall response rate (ORR) 27% across cancer types currently best-in-class*, FDA agreement on 250 mg QD go-forward
dose

= Median progression-free survival (mPFS) 7.2 months and ORR 25% in 2L MTAP-del pancreatic cancer supports planned
pivotal study start 2026

* Robust enrollment in ongoing combination study of vopimetostat + RAS(ON) inhibitors in 2L+ MTAP-del pancreatic and lung
cancer patients, expansion to first line (1L) cohort planned

» Lung cancer cohort fully enrolled (n=41), emerging data consistent with expectations, update planned 2026

+ 49% ORR and mPFS 9.1 months in histology agnostic cohort of multiple late line cancer types (excluding sarcoma)
provides further evidence of strong vopimetostat activity and additional optionality for development

= Potential best-in-class safety and tolerability profile with no drug-related dose discontinuations and ~8% dose reduction
suggests good combinability with other agents

24 TANGO



Vopimetostat efficacy matures over time

Vopimetostat phase 1/2 trial

Follow-up N ORR Median follow-up
Any 127 20% 7.4 mo
>4 mo 114 22% 7.6 mo
>6 mo 85 27% 9.3 mo

All patients dosed more than 6 months before data cutoff at 200 mg QD and above

Median time to RECIST response 3.5 months



Vopimetostat 27% ORR across cancer types

Active doses >6 mo follow-up

h=94 Key points
* ORR 27%
* mPFS 6.4 months
* DCR78%

= 37/94 patients ongoing

Active in all tumor types enrolled
except sarcoma (ORR 0%, n=9)

-

Median follow-up 9.4 months

» Patients remaining on treatment

Data extract 1 Sept 2025.

maonths prics ng those remaining on study, pr

d 85 confirmed RECIST PR or unconfi

patient w
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Durable disease control with vopimetostat across cancer types

Changs in Tumar Size rom Basslne (%)

BEbhidsbdbionureaynsii

All tumor evaluable patients at active doses (n=131)

M Partial response
Stable disease
Progressive disease

Key points

* Overall mPFS 6.4 months
- PR pts 11.1 months
- SD pts 7.3 months
- PD pts <2 months

* Median time to response 3.5 months

2/ TANGO



Vopimetostat 250 mg QD has a potential best-in-class safety profile

Related AEs in 25% pts (n=84) Key points
« Median follow-up 6.1 months
Nausea i
* 8% dose reduction
Anaemia s " "
= 0% discontinuation for related events
Fatigue
* No grade 4-5 related events
Dysgeusia
Bl Grecet * Low grade Gl side effects
Grade 2 Thrombocytopenia
@
Grade 3 Vomitin
9 Vopimetostat AE profile suggests
Decreased appetite good tolerability in combination
with chemo- and targeted therapies
Diarrhoea
0 20 40 60 80 100

Percent (%) of patients

e Z) TANGO



Vopimetostat pancreatic cancer cohort

64 pancreatic cancer patients at active doses*
One prior therapy for advanced disease
* n=29 pts
* 10/29 pts more than 6 months since enrollment (8 pts tumor evaluable)

Two or more therapies for advanced disease
* n=34 pts

= 29/34 pts more than 6 months since enrollment

Enrollment by starting dose (QD)
* 200 mg n=22

* 250 mg n=35
* 300 mg n=6
* 600 mg n=1

24 TANGO
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Vopimetostat mPFS is 7.2 months in 2L pancreatic cancer

Vopimetostat in 2L and 3L+ pancreatic cancer Summary

Vopimetistat

§ G ™ s * 2L mPFS 7.2 mo

2 0.75 4 I- —— 3L+PDAC |

g | g — * 2L ORR 25%

é 050 — — ' - Overall ORR 15%

£ oz ' ' - * Overall DCR 71%

§ 000 . . : * Median follow-up 7.8 mo
o 12 24 38 48

Chemotherapy historical control trials
* 2L mPFS 2-3.5 mo

Time on study (weeks)

Line of i s Tanedn I 95% Cl « 2L ORR ~10%*
therapy (mo) (mo}

2L 24 12 12 7.2 1.7-NR

3L+ 29 20 8 4.1 1.8-7.7

24 TANGO



Vopimetostat mPFS in 2L pancreatic cancer more than twice
historical SOC trials

e ﬁ"‘TL‘ — 2LTNG462 —— 2L FOLFOX (mPFS=2.1mo)' Key points
=, 2L GEMPAX (mPF5=3.1mo}?
=== 2L Gem mono (mPF5=2.0mo)?
0.75 2L Gem-based combo (mPF5=2.6ma)? "
i - 2L 57U-based combo (mPFS=2.8mo)? * Vopimetostat 2L mPFS 7.2 mo
[-%
2 0504 * SOC chemotherapy mPFS 2-3.5 mo
i—a
£ « MTAP deletion likely confers worse
a
0257 > prognosis vs WT due to concurrent
N CDKN2A deletion®
R . e PR o e
T w T T T T T « Vopimetostat pivotal study control arm
] 12 24 36 48 =) 72 :
Time on study (weeks) of only MTAP-del patients may have
el g8 lower mPFS than historical controls,

Miuetal, Canc. Biol. Med,, 2024

increasing probability of success

Vopimetostat Events Censated mPFS 95% CI
(n) (mo) (ma)
25 12 13 7.2 2.9-NR




Vopimetostat pivotal trial in 2L pancreatic cancer

Pivotal study start planned 2026

vopimetostat 250mg QD

n=150
2L MTAP-del
pancreatic cancer
SOC chemotherapy
n=150

Planning for 2L registration
* Rapid enrollment of ~300 patients anticipated given high unmet medical need in this patient population

= Approvalin 2L pancreatic cancer after chemotherapy and/or RAS inhibitors is expected to retain value until a PRMT5
inhibitor approvalin 1L

FDA interaction to finalize il design plannad later this quartar a/, TANG_O



Vopimetostat + RAS(ON) inhibitors may provide chemotherapy free
treatment for 1L MTAP-del pancreatic cancer

Study update

DOSE ESCALATION * Cohort1 complete (I"I=7}
- Exposures in active range for each
compound
: - Both combos well tolerated to date
vopimetostat )
e Gty early signs of activity
. daraxonrasib : 5 ;
Previously treated - Backfillongoing with robust
MTAP-del RAS mut enrollment
caueats ‘ G12Dmut vopimftostat * Cohort 2 enrollment ongoing

ld ib
oeene 1L pivotal study planning

* RAS inhibitors are likely to change the
standard of care in 1L pancreatic cancer

s * Ongoing study has the potential to
Safety and efficacy data update planned 2026 support a 1L pivotal study with shorter

timelines than competitors

Z/) TANGO s



Vopimetostat lung cancer cohort

41 lung cancer patients at active doses
One or more prior therapy for advanced disease
* n=41 patients
* 12/41 pts more than 6 months since enrollment
* Median follow-up 4.7 months
Enrollment by starting dose (QD)
* 200 mg n=13*
¢ 250 mg n=26
¢ 300 mgn=2

Fully enrolled, emerging data consistent with expectations
Update planned 2026

0mg QD a/’ TANGO 16



Vopimetostat histology agnostic cohort

47 histology agnostic patients at active doses

Histology agnostic cohort analysis excludes pancreatic cancer, lung cancer and sarcoma
One or more prior therapy for advanced disease

* n=47 patients

* 41/47 pts more than 6 months since enrollment
Enrollment by starting dose (QD)

* 200 mgn=15

¢ 250 mgn=19

= 300 mgn=11

* 600 mgn=2

e Z TANGO



Vopimetostat 49% ORR in histology agnostic cohort

Tumor evaluable pts at active doses with >6 months follow-up

(n=37) Key points
w0 * ORR 49%
: * mPFS 9.1 months
wof | * DCR 89%
N OO RS A

» 21/37 patients ongoing

Median follow-up 9.5
----------------------------------------------------------------------- months

=
=
—
=

-40
%0 : . * Excludes sarcoma,
pancreatic and lung cancer

-80
i :
Ao Ongoing - B
- Cholangiocarcinoma Mesothelioma Head and neck
Carcinoma of unknown primary Esophageal Other (8 histologies)

Data extract 1 Sept 2025,



Vopimetostat 9.1 mo mPFS more than twice historical SOC trials in
multiple indications

1.00 -

0.75+

0.50+

Probability of PFS

0.25+

0-

Weeks

Months

TNG462 (mPFS=9.1 mo)

- 3Lbiliary chemo or targeted (mPFS=3.1 mo)’
- 1L CUP chemo (mPFS=4.4 mo)*

= - 2/3L mesothelioma pembro (mPFS=4.8 mo)?
2/3L HNSCC nivolumab (mPFS=2.7 mo)*
I 1 1 I T |
0 12 24 36 48 60 72
F + = g 1 o + t . t 4
0 3 6 9 12 15 18

'Gray et al., Cancers, 2023

?Kang et al., Sci.Rep.,2021

*Ahmadzada et al., JTO Clin. Res. Rep., 2020
“Duetal., Curr. Oncol., 2023

mPFS
(95% CI)

9.1 months
(6.5-12.0)

Durable activity in multiple late
line, difficult to treat cancers
provides:

*  Further evidence of robust
single agent activity

* Additional optionality for
development in large patient
population with high unmet
need

Z/) TANGO



Vopimetostat has the potential to be best-in-class and first-to-market
for large patient populations with high unmet need

* FDA alignment on 250 mg QD go-forward dose
« Strong activity across cancer types

- All histologies ORR 27%, mPFS 6.4 months

- 2L pancreatic cancer ORR 25%, mPFS 7.2 months

- Histology agnostic cohort ORR 49%, mPFS 9.1 months

- Lung cancer data immature but promising, data update with development plans 2026
« 2L pancreatic cancer pivotal study start planned 2026

» Ongoing combination studies of vopimetostat + either daraxonrasib or zoldonrasib provide potential path to 1L
registration pancreatic and lung cancer

* Potential best-in-class safety and tolerability profile supports potential for good combinability with other agents

Z) TANGO



